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SAFETY  AND  EFFICACY  OF  OVER-THE- 
COUNTER  DRUG  USE  BY  THE  ELDERLY 


THURSDAY,  JULY  21,  1983 


House  of  Representatives, 
Select  Committee  on  Aging, 
Subcommittee  on  Health  and  Long-Term  Care, 

Washington,  D.C. 

The  subcommittee  met,  pursuant  to  notice,  at  9  a.m.,  in  room 
2247,  Rayburn  House  Office  Building,  Hon.  Claude  Pepper  (chair- 
man oF  the  subcommittee)  presiding.  —  -  -  » 

Members  present:  Representatives  Pepper  of  Florida,  Oakar  of 
Ohio,  Ferraro  of  New  York,  Lantos  of  California,  Regula  of  New 
Jersey,  Wortley  of  New  York,  Daub  of  Nebraska,  and  Bilirakis  of 
Florida.  .  T_   _  -.       _  _ 

Staff  present:  Bill  Halamandaris,  staff  director;  Kathleen  u.  Cra- 
vedi,  assistant  staff  director;  Kitty  Edwards,  staff  assistant;  Bonnie 
Hogue,  intern;  Peter  Reineck,  intern;  Andi  Samuels,  intern;  James 
Oberle,  Ph.  D.,  minority  staff  director;  and  Susan  Roland,  minority 
staff  assistant,  of  the  Subcommittee  on  Health  and  Long-Term 
Care;  Mildred  Vinicor,  special  assistant;  Bruce  Fried,  press  secre- 
tary; Nancy  Lea  Mbndj  adm  and  B°n  Rosen- 
blum,  intern,  of  Representative  ©akar's  staff. 

OPENING  STATEMENT  OF  CHAIRMAN  CLAUDE  PEPPER 

Mr.  Pepper.  The  committee  will  come  to  order,  please. 

I  am  pleased  to  see  my  colleagues  here  this  morning  and  so 
many  of  you  in  the  audience  interested  in  a  subject  which  we 
regard  as  very  critical;  namely  the  use  of  over-the-counter  drugs. 
You  remember  recently  we  discussed  the  question  of  prescription 
drugs  and  the  hazards  and  injuries  sustained  by  the  elderly  people 
of  this  country  from  the  use  of  prescription  drugs;  Now  those,  of 
course,  are  prescribed  by  registered,  qualified  doctors.  ._. 

Now,  we  are  today  dealing  with  drugs  that  are  sold  in  the  drug- 
stores and  in  public  markets.  I  want  to  commend  one  of  our  very 
distinguished  members,  Ms.  Mary  Rose  Oakar.  She  initiated  the 
suggestion  that  we  have  a  hearing  upon  this  subject. 

So,  we  are  very  pleased  to  be  considering  this  matter.  

Several  weeks  ago,  as  I  said,  we  joined  the  Senate  Special  Com- 
mittee on  Aging  in  examining  drug  misuse  among  the  elderly  You 
know,  people  over  65  constitute  about  11  percent  of  the  population 
of  the  country.  And  yet  they  consume  about  a  third  of  the  drugs 
that  are  prescribed.  We  know  that,  on  the  average,  each  elderly 
person  consumes  or  takes  about  13  prescription  drugs  a  year. 

(1) 
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Now  then,  we've  discovered  about  the  extent  to  whichthe- elderly 
people  buy  these  over-the-counter  drugs.  So,  hot  drily  do  about  II 
percent  of  the  Nation's  population-consume  about  a  third  of  the 
prescription  drugs,  but  by  the  year  2000  our  elderly  number  will  be 
about  33  million  persons  and  we  will  consume  about  50  percent  of 
all  the  prescription  drugs  annually. 

It's  rather  shocking  to  think  that  drugs,  which  are  supposed  to 
be  taken  against  illness,  against  disease,  may  also  be_  a  Source  of 
illnels  to  elderly  people.  The  estimated  national  cost  of  drug-in- 
duced hospitalization  is  close  to  $21  billion  a  year. 

Our  joint  hearing  focused  primarily,  as  I  said,  on  the  problem 
surrounding  the  use  of  prescription  drugs,  and  the  subject  of 
today's  hearing,  over-the-counter  drugs,  or  nonprescription  drugs, 
were  only  incidentally  discussed.  Yet,  nonprescription  drugs  ac- 
count for  at  least  40  percent  of  all  the  drugs  that  are  used  by  elder- 
ly people.  That  is,  of  all  the  drugs  elderly  people  use,  about  40  per- 
cent of  them  are  over-the-counter  drugs.  

They  are  combined  with  an  average  of  13  prescription  drugs  that 
the  elderly  person  takes  per  year.  You  can  see  the  amount  of  drugs 
that  are  being  consumed  by  the  elderly  people  of  the  country  alone. 

-Our  subcommittee  has  discovered  that  Americans  spend  about 
$10  billion  each  year  on  more  than  300,000  over-the-counter  drugs 
available  in  the  United  States.  And  we  find,  we  regret  to  say,  from 
$3  billion  to  $4  billion  of  that  amount  is  wasted  on  products  with 
ingredients  lacking  evidence  of  safety  or  efficacy  according  to  evi- 
dence that  our  subcommittee  has  received.  In  other  words,  it's  a 
waste  of  that  amount  of  money  paid  by  the  elderly. 

This  is  particularly  disturbing  in  light  of  the  fact  that  elderly 
people  commonly  purchase  dver-the-cburiter_drugs.  In  fact,  about  70 
percent,  in  our  figures,  of  the  elderly  people  buy  these  over-the- 
counter  drugs.  

In  the  last  Congress  we  asked  the  Postmaster General  to  under- 
take a  massive  investigation  of  drugs  that  are  bought  by  the  elder- 
ly people  through  the  mail.  At  an  early  date  we  expect  the  publica- 
tion of  that  report  by  Jhe  Postal  Service,  which  will  reveal  some 
very,  very  interesting— indeed,  some  shocking— information.  We 
find  that  one  of  the  ingredients  commonly  or  often  found  iri_  these 
drugs  that  the  elderly  take  is  the  substance  called  PPA.  That  drug 
is  contained  in  a  great  many  different  things  that  the  elderly  pur- 
chase. 

For  example,  they  are  contained  in  St.  Joseph's  cold  tablets, 
Contac  capsules,  Ayds  Weight  Suppressant,  Alka-Seltzer  Plus  cold 
medicine,  and  diet  products  Dexacrim,  Diadex,  Ordinex,  among 
many  others.  Now,  this  PPA  is  one  of  the  popular  ingredients  in 
most  drugs,  at  least  a  great  many  of  theril  Itjias  corrieto  be  about 
the  fourth  most  numerous  ingredient  used  in  the  drugs  including 
prescription  drugs.  

These  are  the  symptoms  that  generally  are  associated  with  the 
use  of  these  PPA  or  in  drugs  where  PPA  is  an  ingredient  in  it. 
These  symptoms  include  insomnia,  nervousness,  seizures,  severe 
headaches,  arid  psychosis,  _as  well  as  elevated  cardiac  enzymes,  hy- 
pertension, and  cerebral  hemorrhage,  and  in  some  cases  death. 

The  risk  associated  with  the  use  of  over-the-cqunter  drugs  jn 
weight  reduction  products  containing  PPA  are  particularly  acute. 
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According  to  the  Food  and  Drug  Adriiiriistrato 

the  emergency  room  Visits  use  between  1978  and 

1981  involved  over-the-counter^ products.  .... 

The  National  Clearinghouse  for  Poison  Control  Centers  quanti- 
fied these  ;*  actions  reporting  10,000  PPA  poisonings  last  year,  at 
least  1,000  of  which  resulted  in  emergency  room  treatment.  In  spite 
of  numerous  scientific  studies  and  medical  evidence  which  docu- 
ments that  PPA  causes  r.n  elevation  in  blood  pressure,  the  FDA, 
trie  agency  with  responsibility  for  reviewing  the  over-the-counter 
drugs  for  safety  and  effectiveness,  has  taken  little  action  except  to 
conclude  that  further  study  is  necessary. 

|  was  on  the  'Today  Show"  this  morning  and  one  of  the  ques- 
tions asked  was  the  people  that  put  these  drugs  out  say  "But  the 
warnings,  the  warnings  are  on  the  labels,  don't  use  except  accord- 
ing to  directions."  Well,  I  said,  it's  just  about  the  same-as  an_insur- 
ance  policy.  People  just  don't  read  the  fine  print.  Ms.  O  Reilley 
here  was  on  the  program  with  me  this  morning  and  she  will  be  tes- 
tifying later  on  this  matter. 

But  we  all  know  that  the  elderly  people,  a  lot  of  times,  forget 
about  their  prescriptions,  they  forget  about  what  the  directions  are 
even  for  their  prescribed  drugs.  They  get  mixed  up  on  it.  A  man 
called  me  in  Miami  not  long  ago,  frantically  and  said,  "My  doctor 
is  out  of  town  and  I  don't  know  how  to  take  my  medicine.  Well, 
he  didn't  know  how  to  read  his  prescriptions  that  are  on  the  drugs 
that  had  been  prescribed  by  the  doctor,  let  alone  read  all  that  fine 
print  on  these  labels  on  a  lot  of  these  things. 

So,  it  seems  to  me  that  the  FDA  ought  to  not  just  rely  on  people 
protecting  themselves.  We  know  how  we  generally  buy  these  over- 
the-counter  drugs.  We  hear  somebody  say  that  it's  a  good  thing  to 
take  or  we've  heard  of  somebody  else  taking  it  with  satisfaction 
and  we  say,  ,4Well,  I  believe  I'll  try/'  and  we  don't  read  all  these 
little  fine  print  warnings  that  are  on  there.  It  seems  to  me  the 
FDA  should  protect  the  public  against  anything  that  is  potentially 
harmful  to  them.      _     _  -       .   -  .  . 

Well,  in  the  meantime-the  4  million  Americans  who  regujarly 
buy  products  containing  PPA  remain  at  risk  Obviously  for  older 
Americans  who  already  take  numerous  medications  and  suffer 
from  hypertension  or  other  heart  problems,  their  risk  is  much 
greater.  You  see,  the  warning  _may  be  on  there,  that  little  fine 
print,  and  it  may  say  if  you've  got  heart  problems  don  t  take  this, 
but  they  don't  read  that.  They  just  take  it.  It  says  it's  for  weight 
reduction  or  this,  that,  or  the  other,  and  they  go  right  on  and  take 

lt  The  Postal  Service  will  tell  us  how  the  diet  drugs  they  purchased 
can  be  obtained  by  anyone,  either  over  the  counter  or  through  the 
mails,  without  regard  to  the  health  status  of  the  purchaser.  Medi- 
cal opinions  obtained  on  these  diet  drugs  revealed  they  do  little  to 
control  weight  and  are  especially  dangerous  if  taken  by  senior  citi- 

zens  -  -          —  - 

One  of  the  things  that  most  people  don't  realize  is  that  since,  as  I 
said,  the  elderly  people  have  about  13  prescriptipri  drugs  on  an 
annual  basis  that  they  take,  now  then,  when  you  go  add  that  they 
take— that  40  percent  of  all  the  drugs  they  take  are  over-the- 
counter,  they  don't  anticipate  the  sometimes  hurtful,  harmful,  in- 
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ten-action  among  these  drugs.  And  you  cant  read  anything  about 
that  on  the  label,  and  so  people  just  ought  hot  take  dangerous 
drugs,  or  be  allowed  access  to  them,  it  seems  to  me.  It  may  be  very 
dangerous  to  them. 

So  today  we  will  hear  From  those  who  purchase  these  drugs  and 
suffer  adverse  drug  reactions.  We  will  hear  from  a  number  of  well- 
known  consumer  advocates  who  will  reveal  the  findings  of  their 
own  investigations  of  over-the-counter  drugs.  We  will  hear  From 
medical  experts  who  tell  us  what  risks  are  involved  in  the  use 
of  over-the-counter  drugs.  We  will  hear  from  the  Food  and  Drug 
Administration  who  will  respond  to  our  concerns  regarding  their 
reports  to  monitor  adverse  reactions  to  over-the-counter  medica- 
tions. And  we  will  hear  from  industry  representatives  who  will 
detail  for  us  their  views  on  these  important  issues.  So,  we  look  for- 
ward to  hearing  these  important  witnesses  this  morning  on  this 
very  important  subject. 

[The  prepared  statement  of  Chairman  Pepper  follows:] 

Prepared  Statement  of  Chairman  Claude  Pepper 

_  .La  .dies  and  gentle  men.  Members  of  the  subcommittee.  Today  we  are  convening  a 
hearing  to  examine  the  safety  and  efficacy  of  over-the-counter  drag  usage  among 
the  elderly:  My  distinguished  colleague  from  Ohio,  Congresswoman  Mary  Rose 
Oakar,  requested  this  hearing  by- the  subcommittee— and,  I  was  honored  to  grant 
that  request  and  to  comment  briefly  on  this  important  national  issue. 

Severa  1  weeks  ago,  we  joined  the  Senate  Special  Commi ttee  on  Aging  in  exam i n- 
jng  drug  misuse,  among  the_  .elderly.  We_  found  that  the  problem  of  drug  misuse 
among  older  Americans  is  particularly  alarming  in  light  of  certain  demographic 
trends:  _  .  _  _  _______ 

Today,  older  Americans  represent  11  percent  of  the  Nation's  population,  yet  they 
consume  about  one-third  of  the  1.5  billion  prescriptions  written  annually;  on  the 
ave rage,  elderly  ta ke  13  prescripti ons  a  year;     

By  the  year  2000,  q u r  elderly  wH L num ber_abou t  33  m i i i i on  pe rsons,  a  nd  consu me 
about  50  percent  of  all  prescription  drugs  annually; 

Elderly  are  twice  as  Jikely  to  be  seen  in  hospital  emergency  rooms  as  those  under 
a^e  60;  and,  when  reactions  occur  the  hospital  stay  is  doubled,   

The  estimated  national  cost  of  drug-induced  hospitalization  is  close  to  $21  billion 
annually; 

Our  jo i n it  hear i ng  f acused  pr i m a r ily  on  t  he  probje m s  s u r rpu nd i  ng  the  use  of_pre- 
scription  d rugs— -a nd  the  _su bject _of  today's  h_ea rj ng  "Ove r-t he-Cou n ter.j QTC).  ferugs, 
or  Npn-Prescrijition  Drugs"  were  only  incidentally  discussed.  Yet,  non-prescription 
drugs  account  for  at  least  40  percent  of  all  drags  used  by  the  elderly,  and  when  they 
are  combined  with  the  13  prescription  drugs  an  average  senior  consumes  annually— 
the  side  effects  and  adverse  reactions  become  even more _un predictable. 

My  subcommittee  has  discovered  that  Americans  spend  about  $10  billion  each 
year  on  the  more  tha n  300,000  OTC  medication s  available  in  the  United  States 
today.  As  much  as  $3  to  $4  bi Uion  _a re  .wasted  _on_  prod ucts  wi t h  i ngred ieu  ta  lacking 
ev_  ide  n_ce_  _of_  safety  or.  efficacy,  acco  rd  i  ng  to  e  vide  nee  rev  ie  wed  by  the  subcom  m  i  ttee. 
This  is  particularly  disturbing  in  light  of  the  fact  that  elderly  commonly  purchase 
OTC  drugs— almost  70  percent  .of  the  elderly  use  such  medications,  as  compared 
With  10 -percent  of  the  general  adult  population. 

Last  Congress,  I  asked  the  U.S.  Pbstma *er  General  to  join  my  committee  in  un: 
dertaking  a  massive  i nvestigation  i nto  f rauds  perpetrated  th rough  the  U.S.  mails. 
One  fact  of that Investigation  attempted  _to_de.termine_  what  senior  citrxnsjjet  when 
they  purchase  drugs,  through  the  mail.  The  Postal  Service  will  release  a  portion  of 
our  findings  in  that  investigation— specifically  as  they  relate  to  non-prescription 
diet  drugs  which  contain  a  substance  called  "PPA." 

Consider  the  following  facts  regarding  PPA: 

According  to  the  FDA, ,  bye r^ 700  prescription  products  contain  PPA;  It  is  ranked 
sjxth  among  the  top_  ten  generic ;  substances  .contained  in  alLdrugs^  whe_n  OTC  jnedj- 
cations containing  _PjPA_  are  added — it  becomes  the  fourth  most  commonly  used  ge- 
neric substance  in  alV  drugs; 
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Nearly  1  million  Americans  consumed  10  billion  doses  of  products  containing  PPA 
last  verir.  Kvery  household  medicine  cabinet  probably  includes  one  product  contain- 
ing PPA:  .    

Among  the  hundreds  of  OTC  products  containing  PPA  are  St  Joseph  s  cold  tab- 
lets C'ontac  eapsuies.  A.vds  weight  suppressant;  Alka  Selt/.er  Plus  cold  medicine,  and 
diet  products  Dexalm;.'.  Diudex,  Ordinex,  among. numerous  others;    

The  following  ndve;  <e  reactions  associated  with  PPA,  according  to  FDA  files,  in- 
clude: insomnia,  nervousness,  seizures,  severe  headaches,  and  psychosis,  as  well  as 
elevated  cardiac  enzymes,  hypertension iarid  cerebral  hemOrrage  and  death; 

The  risks  associated  with  the  use  of  OTC  arid^  weight  reduction  products  contain- 
ing PPA  are  particularly  acute.  According  to  the  FDA  threeTourths  of  the  emergen- 
cy room  visits  related  to  PPA  use  between  1978  and  1981  involved  OTC  products, 
The  National  Clearinghouse-  for  Poison  Control  Centers  quantified  these  reactions, 
reporting  _  10,0()()  PPA  poisonings  last  year— at  least  1,000  resulted  in  emergency 
room  treatment. 

In  spite  of  numerous  scientific  studies  and  medical- evidence  which  documents 
that  PPA  causes  an  eJevatiori  in  blood  pressure,  the  FDA — the  agency  with  responsi- 
bility for  reviewing  OTC'  drugs  for  safety  and L  effectiveness— has ^takeri  little  action 
except  to  conclude  that  further  studies  are  necessary  In  the  meantime,  the  A  mih 
lion  Americans  who  regularly  buy  products  containing  PPA  remain  at  risk  Obvi 
ousjy^jor  older  .Americans  ^  take ■numerous  medications  and  suffer  from 
hypertension  and  other  heart  problems— their  risk  is_ much  greater.  _   

The  Postal  Service  will  tell  us  how. the  diet  drugs  they  purchased  can  be  obtained 
by  anyone  either  over-the=coanter  or  through  the  mails  without  regard  to  the  health 
status  of  the  purchaser.  Medical  opinions  obtained  on  these  diet  drugs  revealed  they 
do  little  to  control  weight  arid  are  especially  dangerous  if  taken  by  senior  citizens. 

Today,  we  will  hear  from  those  who  purchased  these  drugs  and  suffered  adverse 
drug  reactions;  we  will  hear  from  a  number  of  well  known  consumer  advocates  who 
yyi 1 1  reveal  t he  findings  of  t he i r  own  i n yes tigat i ons  of  OTC  drugs;  we  will  hear  from 
medical  experts  who  will  tell,  us  what  _r_isks_are  .involved [in  the  use  .of  OTC. "drugs;,  we 
w  i  J 1  Ji  ear  _  from_  the  Food,  an  d_  T>r_ug_  Admi  nisi  cat  ipji —_  w  h  o  will  respond  to  ou  r  con- 
cerns regarding  their  efforts  to  monitor  adverse  reactions  to  OTC  medications;  and 
we  will  hear  from  industry  representatives  who  will  detail  for  us  their  views  on  this 
important  issue: 

I  look  forward  to  hear  the  testimony  and  learning  what  the  Congress  might  do  to 
help  curb  the  incidence  of  drug  misuse  among  older  Americans. 
Thank  you. 

Mr.  Pepper;  Mr.  Regula? 

STATEMENT  OF  REPRESENTATIVE  RALPH  REGULA 

Mr.  Regula.  Thank  you,  Mr.  Chairman.  First  of  all,  I  want  to 
compliment  yau  on  having  this  hearing:-!  think  it's  very  important 
that  we  examine  this  topic,  Ponce  de  Leon  looked  for  the  magic 
fountain  and  I  think  there's  always  a  temptation  in  the  modern 
world,  with  the  tremendous  advertising  budgets,  that  people  look 
for  the  magic  drug  or  the  magic  pill  that  somehow  will  cure  all  ills, 
and,  therefore,  it's  important  that  we  examine  this  problem  as  it 
imoaets  on  the  elderly. 

I  would  like  unanimous  consent  to  make  my  statement  a  part  of 
the  record. 

Mr.  Pepper.  Without  objection,  it  will  be  so  ordered. 

[The  prepared  statement  of  Representative  Regula  follows:] 

Prepared  Statement  of  Representative  Ralph  S.  Regula 

Mr.  Chairman,  I  want  to  thank  you  for  ioldlnjg  this  .hearing  today.  Not  long  ago 
our  subcommittee  joined  with  the  Senate's  Special  Conmittee_on  Aging  to_jnv_esli- 
gate  and  discuss  the  problems  peopJe,  especially  the  elderly,  face  with  prescription 
drugs.  At  that  time  I  was  shocked  to  discover-  that  the  elderly,  which  comprise  ap- 
proximately 11.3  percent  of  our  population, -consume  nearly  one  third  of  all  prescrip- 
tibri  drugs  in  the  United  States^  Additionally,  they  average,  :rt  consumption,  13  pre- 
scription drugs  per  year.  At  the  same,  Mr,  Chairman,  we  were  made  vividly  aware 
of  the  tremendous  fack  of  knowledge  in  the  »rea  of  how  brie  medication  interacts 
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with  another. medication;  in  relation  to  oar  elderly  we  are  talking  of  riot  just  two  or 
three  drugs  which  mast  interact,  but  an  average  of  V\  different  drugs  which  must 
interact; 

To  make  matters  worse,  the  tests  which  are  conducted  to  determine  the  efficacy 
arid  safety  of  these  drugs  are  conducted,  in  the  final  stages,  with  persons,  generally 
male,  of  good  health  between  the  ages  of  25  and  Mf>.  Now  I  am  not  a  medical  re- 
searcher but  I  think  I  can  safely  say  that  the  metabolism  of  a  young  male  in  good 
health  _and  the  metabolism  of  an  individual  over  the  age  of  (50  or  65,  many  of  which 
are  women._differ  greatly. 

This  is  why  I  believe  these  hearings  are  vital  to  the  well-being  of  our  senior  citi- 
zens whose  numbers  will  more  than  double  to  nearly  23  percent  of  the  population 
by  the  year  2025.  Their  health  arid  their  lives,  Mr.  Chairman,  depend  on  the  knowl- 
edge of  drug  interaction  which  we  now  lack.  But  this  is  only  one  part  of  the  problem 
we  face. 

We  are  here  today  to  investigate  the  second  part  of  this  problem:  over-the-counter 
drugs  (OTC).  It  is  difficult  to  gain  an  accurate  figure  of  the  elderly's  use  of  over-the- 
counter  drugs,  because  these  are  not  required  to  be  logged  in  as  they  are  sold.  How- 
ever,, it  is  estimated  that  the  elderly  consume  approximately  the  same  percentage 
(one  third),  if  not  more,  of  all  OTC  sold  in  the  United  States  as  they  do  of  prescrip- 
tion drugs.  Unfortunately,  we  lack  the  same  knowledge  needed  for  OTC  as  we  do  for 
prescription  drugs. 

Add  this  :tt  percent  of  all  OTC  with  the  average  of  13  prescription  drugs  the  el- 
derly consume  per  year  with  the  lack  of  knowledge  we  have  on  drug  interaction;  the 
Jack  of  tests  and  studies  as  t_o_ how  even  one  drug  affects  the  metabolism  of  the  over 
age,  05  group  as  opposed  to  the  young  healthy  males;  the  fact  that  many  times  the 
patient  is  not  fully  aware  of  how  or  when  to  take  their  medication;  what  riot  to  mix 
with  other  medications;  and  the  fact  that  many  patients  are  too  intimidated  to 
insist  that  their  physician  sit  down  with  them  to  discuss  all  the  ins  and  outs  of  their 
illness  arid  the  medications  given  to  cure  that  illness,  and  we  now  Have  a  definite 
life  threatening  situation. 

Something  must  be  done  to  correct  these. problems.  We  must  make  the  public 
more  aware  of  the  dangers  of_  mixing  medication,  both  prescription  and  oveMhe- 
counter_dr_ugs._  Additionally^  we  must  make  the  medical  community  aware  of  their 
responsibility  to  their  patients  to  inform  them  of  exactly  what  medications  they  are 
taking,  of  what  over-the-counter  drugs  the  patients  should  not  use  in  conjunction 
with  their  prescriptions  and  that  above  all  they  should  first  investigate  the  patients' 
medication  history  to  discover  what,  if  any,  other  medication  _the  patient  has.  or_is 
taking.  As  you  remember,  we  were  informed  at  our  joint  hearing  with  the  Senate, 
this  history  is  not  always  done  now.  Finally,  and  most  importantly  we  should  make 
sure  that the  drugs  which__aj-e_  being  tested  include  tests  to  discover  the  ramifica- 
tions of  the  elderly's  consumption  of  those  drugs: 

I  hope  this  hearing  will  accomplish  an  increased  awareness  in  the  public,  medical 
community,  pharmaceutical  companies  producing  these  drugs,  arid  the  FDA  which 
oversees  the  governing  aspects  of  the  sale  of  these  drugs. 

Thank  you  Mr.  Chairman. 

Mr.  Regula,  Just  a  couple  of  comments.  One  of  the  important 
reasons  for  a  hearing  of  this  type  is  a  recognition  of  the  different 
ways  drugs  impact  on  people,  particularly  in  relationship  to  age. 
The  elderly  metabolize  drugs  somewhat  differently  than  a  younger 
person  and  therefore  a  drug  would  have  a  different  impact  on  that 
individual: 

Second,  as  you  point  out„  Mr.  Chairman,  there  is  the  interreac- 
tion  of  thp.  prescription  with  nonprescription  drugs  and,  of  course, 
just  the  shoer  volume  of  drugs  creates  a  problem  if  taken  in  any 
sizable  quantities  and  at  the  same  time. 

Third,  I  think  there  is  a  temptation  to  use  nonprescription  drugs 
because  of  the.  savings  in  cost.  It's  expensive  to  get  a  prescription; 
it  involves  a  visit  to  a  physician  usually,  or  some  type  of  a  medical 
service.  The  temptation  would  be, Land  JiarticUlarly  with  the  power 
of  advertising,  to  say  that  Til  find  that  magic  xlrug  that  will  solve 
the  problems  without  any  great  cost.  I  think  having  a  hearing  of 
this  type  will  certainly  focus  attention  oil  the  problem  and  make  us 


all  more  aware  of  it  and  perhaps,  as  a  result  of  bur  findings  from 
this  arid  other  hearings,  we  can  make  recommendation 
propriate  committees  for  more  effective  control:  Also,  the  appropri- 
ate agencies  will  be  sensitized  to  the  problem. 

Mr.  Pepper.  Thank  you  very  much,  Mr.  Regula. 

Now,  as  I  said,  the  lady  that  suggested  that  we  have  this  hearing 
on  this  subject^  was  Mary  Rose  Oakar:  We  are  pleased  to  have  her 
give  her  opening  statement. 

STATEMENT  OF  REPRESENTATIVE  MARY  ROSE  OAKAR 

Ms.  Dakar.  Thank  you,  Mr.  Chairman.  Thank  you  for  the  leader- 
ship ydU  have  provided  on  this  issue  and  for  the  courage  you've 
demonstrated  in  having  this  hearing.  There  has  been  a  tremendous 
amount  of  pressure  placed  on  you  as  Chair  arid  your  staff  arid  my 
staff  and  others,  riot  to  have  this  hearing.  I'm  very  proud  of  you, 
Mr.  Chairman,  and  your  concern  for  the  consumer: 

We  are  not  here  to  indict  the  entire  drug  industry.  We  realize 
that  they  have  made  significant  contributions  to  the  American 
public  arid  we  want  to  make  that  very,  very  clear. 

What  we  are  here  to  say,  though,  today,  at  least  this  member,  is 
that  the  drug  industry  for  Americans,  is  a  $25  billion  industry; 
and,  with  respect  to  the  elderly  population,  20  percent  of  their  ex- 
penses for  health  care  go  to  over-the-counter  drugs.  And  that's  the 
subject  of  our  hearing  today. 

More  than  70  percent  of  the  elderly  rely  on  over-the-counter 
drugs  as  opposed  to  10  percent  of  a  more  youthful  population.  And 
specifically,  when  youj-e  talking  about  the  diet  pill  over-the- 
counter  industry,  we  know  that  this  is  a  huge  industry.  And  we 
know  that  people  spend  about  $200  million  a  year  on  over-the- 
counter  pills,  arid  pills  that  they  buy  in  the  mail,  et  cetera.  We 
know  that  there  are  10  million  people  who  are  buying  these  pills, 
most  of  whom  happen  to  be  women. 

You  know,  the  advertising  is  always  geared  toward  women,  and 
some  of  us  feel  that  it's  a  certain  degree  of  exploitation: 

I'm  concerned  that,  Mr.  Chairman,  in  the  invitations  that  were 
sent  out,  the  FDA,  at  least  at  this  moment,  did  riot  respond.  We  did 
contact  Secretary  Heckler  last  night  and  asked  her  if  she  could  pos- 
sibly send  somebody.  They  have  declined  to  be  here,  when  some  of 
the  issues  really  relate  to  them.  Also,  the  proprietary  association 
that  was  so  concerned  about  this  hearing  and  harassed  my  staff  so 
much  about  this  hearing,  declined  to  come  today.  It  is  the  umbrella 
organization  for  the  drug  industry. 

And  really,  I  think  it's  important  to  have  their  point  of  view.  

Mr.  Chairman,  one  of  the  problems  lies  in  the  fact  that  with  re- 
spect to  over-the-counter  drugs  there  is  no  mandated  reporting 
when  it  comes  to  adverse  reactions  to  FDA.  The  FDA  was  supposed 
to  be  looking  into  over-the-counter  drugs:  With  respect  to  this  drug, 
specifically,  let  me  just  give  you  this  as  an  example,  and  there  are 
hundreds  of  others  just  like  this.  PPA  was  on  lhe_mar^tefbre_we 
passed  the  Food  and  Drug  Administration  Act.  As  a  result  it  was 
not  monitored  and  was  exempted  from  any  kind  of  attempts  to 
monitor  and  scrutinize,  since  it  came  but  in  1937  before  the  act  was 


8 


passed  in  1938,  there  was  no  mandated  scrutiny.  So,  PPA  was 
exempted: 

Then  they  required  premarket  proof  for  the  effectiveness  of 
drugs  in  1962.  In  1972  the  FDA  said,  "Well,  we  will  review  over- 
the-counter  drugs  that  escaped  pre-market  safety  and  effectiveness 
requirements"  Finally,  in  1975,  FDA  got  around  to  having  an  advi- 
sory panel  that  would  look  at  PPA  and  other  types  of  miscella- 
neous drugs,  and,  finally,  an  advisory  panel  did  finish  its  report  4 
years  later,  in  1979,  in  terms  of  reviewing  PPA.  The  panel  gave 
that  report  to  the  FDA.  While  they  have  published  some  interest- 
ing observations  in  the  Federal  Register,  some  of  which  appear  to 
be  contradictory  to  me,  in  1983  they  still  have  not,  in  any  way, 
shape,  or  form  mandated  any  kind  of  requirements  with  respect  to 
this  drug. 

How  did  I  get  interested  in  this?  I  got  interested  in  this  because 
my  constituents  were  affected  adversely.  A  young  girl  experienced 
psychotic  behavior  and  had  psychiatric  treatment.  She  was  an 
obese  young  lady,  18  years  old.  We  were  very  aware  of  her  case  and 
very  concerned  about  it.  We  found  out  that  while  she  was  taking 
these  pills  for  dietary  purposes,  her  friends  were  popping  these 
pills  to  get  a  little  high.  It  was  kind  of  a  substitute  for  illegal  drugs 
at  a  high  school  level. 

So,  that  was  a  youthful  case.  Then  we  got  a  call  from  another 
individual  who  was  an  older  American;  a  woman  who  was  58  jfears 
old,  who  indicated,  and  whose  children  indicated,  that  her  doctor 
felt  she  had  gotten  a  stroke  by  taking  over-the-counter  diet  drugs. 
So  we  decided  to  pursue  this  and  found  out  that,  indeed;  there  were 
some  consumer  advocates  who  had  done  some  excellent  studies  of 
this.  Also,  we  realized  that  there  were  hundreds,  if  not  thousands, 
or  millions  of  people  who  have  experienced  tremendous  adverse  re- 
action from  this  type  of  over-the-counter  drug.  Furthermore,  we  re- 
alize that  PPA  has  not  experienced  the  scrutiny  by  FDA  that  it 
should  have  had,  that  the  FDA  has  dragged  its  feet  with  respect  to 
this  drug.  It's  as  if  they  hold  Up  their  hands  arid  don't  really  care 
about  the  American  public  and  the  reaction  to  this  kind  of  drug. 

Mr.  Chairman,  I  have  introduced  a  bill  today  that,  hopefully,  will 
plug  up  some  of  the  problems  with  respect  to  the  FDA.  If  FDA  is 
not  going  to  use  its  discretionary  authority,  then  we  have  to  force 
them  to  use  the  power.  So  we  have  mandated  and  required  that  ad- 
verse reactions  to  jover-the-counter  drugs  be  reported  not  only  to 
FDA,  but  to  this  Congress.  And  there  are  other  areas  in  the  bill. 

With  your  permission,  Mr.  Chairman,  I  would  like  to_submjt  my 
written  statement  along  with  a  summary  of  the  legislation  that  I 
plan  to  introduce  today,  "The  Safe  and  Effective  Drug  Act  of  1983." 
In  addition,  I  would  also  like- to  submit  for  the  hearing  record  a 
series  of  six  articles  by  Judy  Grande  which  appeared  in  the  Cleve- 
land Plain  Dealer  last  week.  This  excellent  serjef  examined,  the 
FDA  and  its  regulation  of  the  drug  industry  in  great  detail.  An  8' 
month  investigation  by  Ms.  Grande  brought  her  to  the  conclusion 
that  the  national  system  that  is^  supposed  to  protect  the  public 
from  unsafe  drugs  does  not  work.  Her  series  examines  the  relation- 
ship between  FDA  and  the  pharmaceutical  industry,  deficiencies  in 
clinical  testing  procedures,  and  the  role  of  Congress  and  the 
Reagan  administration.  Anyone  with  a  genuine  concern  for  the 
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health  and  satety  of  the  American  public  ought  to  take  the  time  to 
read  this  series. 

Mr:  Pepper:  Without  objection,  the  material  will  be  received. 

[The  material  submitted  by  Representative  Oakar  follows:] 

Prepared  Statement  of  Representative  Mary  Rose  Dakar 

]  want  to  thank  Chairman  Pepper  and  the  Subcommittee  on  Health  and  Long- 
term  Care  for  holding  this  hearing  on  the  safety  arid  efficacy  of  over-the-counter 
drags.  Today's  hearing  is  an  important  followup  to  our  joint  hearing  with  the 
Senate  Special  Committee  on  Aging  on  June  28th.  In  the  course,  of  that  hearing,  I 
raised  some  serious  concerns  about  the  performance  of  the  Food  and  Drug  Adminis- 
tration in  protecting  the  public  jrbm  unsafe  and- ineffective  drags:  Although  the 
June  28th  hearing  focussed  oh  prescription  drugs,  I  made  it  clear  then  that  my  con- 
cern coyered  over-the-counter  medication  as  well.  I  think  that  as  part  of  the  Sub- 
committee s  series  of  hearings  on  "the  Crisjs_jn_Heajth ^Care"Ji  is  appropriate  that 
we  broaden  our  focus  to  include  these  medicines  which  represent  about  40  percent 
of  the  drugs  used  by  the  elderly.  .. 

In  the  June  28th  hearing  we  discussed  drug  interactions  that  result  when  an  el- 
derly person  ;s  taking  multiple  medications,  sometimes  under  the  supervision  of  two 
or  more  physicians.  The.  potential,  for  such  interactions  is  multiplied  When  OTC 
drugs  are  utilized  by  an  elder  person,  already  taking  several prescri^U^ 
would  riot  expect  the  average  older  American  or,  for  that  matter,  any  consumer  to 
know  that  even  such  a  common  OTC  drug  as  aspirin  can  interact  dangerously  with 
many  prescription  medications.  An  additional  source  of  concern  is  the  fact  that  el- 
derly Americans  are  more  susceptible  than  any  segment  of  the  populations  to  the 
so-called  "hidden  disease"— high  blood  pressure  and  diabetes.  70  percent  of  people 
with  serious  high  blood  pressure  are  either  completely  unaware  of  it  or  receive_inad- 
equate  treatment.  45  percent  of  the  11  million  diabetics  in  this  country  are  undia£ 
nosed.  When  one  considers  the  easy  availability  of  OTC's  and  the  lack  of  consumer 
awareness  about  potential  interactions,  the  implications  for  our  elderly  citizens  are 
truly  frightening.       _  ~  

There  are  currently  about  800,000  OTC  drugs  available  in  the  United  States. 
Retail  sales  are  estimated  at  $5.2  billion  annually.  We  are  all  aware  of  the  wide 
availabilitv  of  these  drugs.  They  are  sold  everywhere,  and  not  only  in  the_corner 
drugstore:" the  neighborhood  supermarket  is  likely  to  have  just  as  wide  a  selection  of 
OTC  products  as  the  local  pharmacy.  Most  Americans  assume  that  drugs  they  can 
buy  so  easily  a nd  rel atively  cheaply  m ust  be  rather  be n ign .  Unfo rtunately,  the  aver- 
age consumer  is  the  victim  of  a_  prime  .example  of  "circular  logic."  "They  must  be 
harmless:  that's  why  they're  over-the-counter!"  Both  FDA  officials  and  drug  manu- 
facturers Who  should  know  better  subscribe  to  the  same  dubious  .reasoning:  they  are 
OTC's  because  they  are  harmless;  they  are  harmless  because  they  are  OTC's.  The 
truth  is  that  these  drugs  are  largely  unregulated,  and  many  OTC  products  have 
been  on  the  market  for  decades  without  ever  being  proved  safe  and  effective.  They 
have  gone  through  _np_pre-marketing  approval  process,  yet  they- a  re  available  to 
every  segment  of  the  population,  often jn_a_setting  where no  qualified  pharmacist  is 
available  to  give  advice.  How  did  this  incredible sLt_ujition_come_ about?  

In  IMS,  the  Food  Drug  and  Cosmetic  Act  provided  for  the  first  time.a  comprehen- 
sive  system  Tor  regulating  the  sale  of  drugs.  The  Act  required  a  license  for  all  drugs 
introduced  after  that  date  unless  the  drug  was  "generally  recognized  as  safe.  It 
also  empowered  the  FDA  to  remove  from  the  market  any  unlicensed  drugs  intro- 
duced after  19M  which  were  not  generally  recognized  as  safe  (GRASJ.  In  1962,  Con- 
gress adopted  the  Harris-Kefauv_er_  Amendments.,  which  required  that  drugs  also  be 
proven  effective  for  their  intended  uses.  The  need  for  the  1962  Amendments,  and 
this  is  a  key  point,  was  documented  by  testimony  presented  at  Congressional  hear- 
ings that  the  use  of  safe  but  ineffective  drugs  may  not  only  be  a  waste  of  consumers 
money,  but  also  may  be  positively  injurious  to  the  public's  health,  since  the  use  of 
any_drug_entails  certain,  unknown  risks.  -  -  L  » 

Both  the  original  FDC  Act  and  the  1962  amendments  contain  "grandfather 
clauses  which  exempt  drugs  on  the  market  at  _the  time  the  statutes  were  enacted 
from  the  GRAS/E  requirement.  Thus,  unless  they  are  generally  recognized  by  ex- 
perts as  safe  arid  effective,  most,  if  not  virtually  all,  OTC  drugs,  can  _not_legally  be 
sold.  One  way  of  assuring  thatOTC  drugs  meet  this  criterion  would  be  for  them.to 
go  through  the  "new  drug  application"  (NDA)  process.  However,  very  few  manufac- 
turers of  OTC  drugs  have  taken  this  route.  Therefore,  the  vast  majority  of  OTC 
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drugs  ma rketed_  today  uj-e  being  sold  on  the  basis  of  their  manufacturers'  claims 

thai  they  a_re_GRAS/E^_Ho^  has  the  FDA  responjled  to  this  situation!  

__in_i_9jB6^-the  FDA  began  investigating  the  extent  to  which  QTC  drugs  met  the  new 
efficacy  requirements.  The  agency  appointed  the  National  Academy  of  Sciences- 
National  Research  Council  to  review  approximately  420  OTC  drugs  which  were 
"broadly  representative  of  the  whole-range  of  the  OTC  market."  Reporting  in  1969, 
the  NAS-NRC  concluded  that  only  25  percent  of  those  drugs  were  effective  for  even 
one  use.  Not  surprisingly,  this  finding  gave  the  FDA  "cause  for  concern"  about  OTC 

drugs  in  general.   

_  It  took  until,  iJ72KJL0^ears_  after,  the  efficacy  amendments _were_passecU  Tor  the 
FDA_to_  begin  a  systematic  review  of  all  OTC  drugs.  At  that  point,  the  agency  real- 
ized that  there  were  two  possible  ways  it  could  proceed  to  bring  OTC  drugs  into 
compliance  with  the  law:  Firstr  it  could  bring  enforcement  actions  in  federal  court 
against  individual  products.  This  approach,  it  was  estimated,  wbuloV  place  an  "ehbr^ 
mous  burden"  bri  the  agency,  since  there  are  around  300,000  OTC  brands  on  the 
market.  A  second  approach  would  be  to  proceed  by  administrative  rulemaking,  con: 
^)4^v\j}^AhG  ^ycacy  of  particular  ingredients  fou  nd  on  QTC_  drugs.. This,  was  ieemed 
a  mo  treasonable  way  of  .tackling  ihe  task  because  the  agency  estimated  that  there 
were  only  200  active  ingredients  used  in  all  OTC  products.  (The  number  turned  out 
to  be  considerably  more;  thus  far,  the  FDA  has  reviewed  731  active  ingredients). 

FDA  adopted  a  lengthy  and  multi-stage  procedure  involving  Expert  scientific  advi- 
sory panels,  several  stages  of  published  monographs, arid,  ultimately,  a  final  order 
establishing  the  conditions  under  which  the  ingredients  of  the  OTC  drugs  studies 
are  OR  AS/ F.  

_  When .  the _FDA  began  its  OTC  review,  in_  1972A  the  .agency  _ estimated _that  the 
review  would_require  five,  years  to  .complete.  The  time  required  to  complete  the 
review  was  significant  because  it  was  made  clear  at  the  time  and  has  been  reiterat? 
ed  since  that  while  the  review  was  being  carried  oat,  no  enforcement  actions  would 
be  brought  against  ineffective  OTC  drugs.  This  policy  is  set  but  in  the  FDA  Compli- 
ance Policy  Guide,  and  has  been ^repeated- in  speeches ;  given  to  other  government 
agencies,  and  in  pu blished  tex tbooks.  A  1 979  Jecter  f  *qm  the  Chief  Cou nsel  of  FDA 

to  the  Proprietary  AsspciaU^  terms;  

_  _The_p_e_riod_d u ri ng .which  the. QTCLRe view  makes  its. stately. (?)  progress loward _a 
final  monograph  is  the  period  .during  which  FDA  is  formulating  its  position  on  that 
issue.  During  that  period  JDA  generally  will  not  take  regulatory  action  against  a 
particular  OTC  product  whose  ingredients)  are  within  the  OTC  Review  pending  is- 
suance of  a  final  monograph  covering  those  irigredieritte).  FDA  will  teke^hforce- 
ment  action  in  cases  of  danger  to  the  public  health  or  fraud^Everi  where  FDA  does 
not,  as  a  matter  of  policy,  take  enforcement  action,  the  burden  of  good  faith  compli- 
ance with  the  law  remains  at  all  times  with  the  companies  marketing  OTC  prod- 
ucts^    

There,  are  two  major  problems  with  this  FDA  policy:  JiraU  the  agency  is  in  effect 
asking  a  major  industry  to  regulate  itself;  second,  the  review  process  has  taken 
much  longer  than  anticipated:  Originally  projected  to  last  five  years^it  has  dragged 
on  for  eleven  years  now,  and  the  end  is  nowhere  in  sight:  In  July  of  1981,  the  Direc- 
tor and  Deputy  Director  of  the  OTC  Review  agreed  that,  realistically,  the  review 
would  probably  not  be  completed  until  the  year  2000.- Based  on  the  FDA's  past 
record  of  meeting  milestones  ancf  deadlines  in  the  OTC  Review,  even  that  might  be 
too  pp  ti  m  is  tic  an  es  ti  ma  te.  The  FDA  has  consiste  n  tly  u  ride  rest)  m  ated  the  du  ratio  n 
of  the  OTC  ?e  View.  At  prese n t,  the  FDA  has  pub) I  ished  p n ly  si x  fi nal  mo npgraphs 
plus  three  .final ,_orders_  which  cover  single  ingredients— a  total  of  nine  fi  nal  docu- 
ments out  of ^  projected  iPta.Lof  85!_     

All  this  would  not  necessarily_be  cause. for  concern  if  .all  over-the-counter,  drugs 
were  really  as  benign  as  most -Americans  assume  they  are.  However,  the.expert  sci- 
entific panels  appointed  by  FDA  have  found  that  69  percent  of  all  the  OTC  ingredi- 
ent reviewed  are  hot  generally  recognized  as  safe  and  effective:  According  to  the 
monographs  published  so  far,  37  percent  lack  evidence  of  effectiveness,  24  percent 
lack  evidence  of  safety  and  effectiveness,  arid  8  percent  lack  evidence  of  safety* 
While  the  FDA  continues  its  "stately  progress"  towards  completion  of  the  OTC 
Review,  the  American  public  is  spending  billion  of  dollars  on  products  that  contain 
ingredients ^  two-thirds  of  which  are  either  unsafe  or  ineffective,  or  lack  evidence  of 
safety_and  efficacy.   ____ 

Today  JL.will.  be  introducing:  legislation  that_WLii_deai_with  many.  oQhe_  concerns 
we  discussed  at  the  hearing  on  the_28th,  The  general  purpose _of_this_ legislation  isio 
strengthen  the  authority  of  FDA  to  control  the  use  of  all  Jrugs— prescription  and 
OTC— which  present  risks  to  the  public;  The  bill  would  put  OTC's  under  post-mar- 
keting scruitiriy  for  the  first  time:  Specifically,  it  will  require  manufacturers  of  over- 
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the-counter  drugs  to  report  adverse  drug  reactions  to  FDA;  extend  ™As  authority 
to  require  manufacturers  to  do  post-marketing  surveillance;  and  grant  FDA  the  au- 
thority to  restrict  drug  marketing  if  adverse  reactions  develop  after  the  drug  has 
been  approved.  In  addition,  the  bill  will  create  a  National  Center  for  Drag  Surveil- 
lance within  FDA,  mandate  an  annual  report  to  Congress  on  adverse  reaction  data 
and  FDA's  response  to  it,  and  direct  the  Commissioner  to  establish  a  program  to 
encourage  physicians,  institutional  health  care  providers  and  consumers  to  report 
adverse  drug  "reactions  to  FDA.  Finally,  the  legislation  will  FDA  subpoena  power  it 
may  need  to  obtain  important  data  from  drug  testers. 

A  case  in  point  which  illustrates  serious  deficiencies  in  the  OTC  Review  program 
is  that  of  phenylpropanolamine  or  PPA  a§  an  ingredient  in  weight  control  products- 
This  ingredient  has  been  of  particular  interest  to  me  since  several  of  my  constitu- 
ents informed  me  of  their  concern  with  PPA-based  diet  pills.  I  began  researching 
the  issue  further  and  discovered  a  large  and  growing  body  of  evidence  linking  ""A 
in  diet  pills  with  a  variety  of  adverse  reactions.  In  addition  there  seemed  to  be  sub- 
stantial proof  of  the  ineffectiveness  of  these  pills  for  controlling  weight.  Further  re- 
search into  the  matter  gave  me  reason  to  believe  that  10  million  Americans  might 
be  using  a  product  with  great  risks  and  very  few  benefits.  . 

At  today's  hearing,  1  hope  to  examine  the  controversy  surrounding  PPA,  and 
hbpefullv  'arrive  at  some  answers  to  certain  troubling  questions:  how  has  this  prod- 
uct remained  on  the  market  for  45  years  witnout  ever  being  shown  to  be  safe  and 
effective'  Is  the  diet  pill  industry  accepting  the  "burden  of  good  faith  compliance 
with  the' law"  while  FDA  completes  its  review?  Are  the  tan  million Americans i  who 
use  diet  pills  being  misled  or  does  the  product  work  for  them?  In _an  effort  tc ,  ge  t  at 
the  answers  to  some  of  these  questions,  we  will  be  heating  today  from^ictims;  ot 
serious  adverse  reactions  to  diet  products  containing  PPA,  doctors  and  scientists 
With  an  understanding  of  the  various  aspects  of  the  PPA  controversy,  industry  rep- 
resentatives and  FDA  officials.  I  hope  that  during  the  hearing  we  can  also  grapple 
wifh  some  fundamental  questions  about  FDA's  role.  Why,  after  eleven  years  has 
FDA  failed  to  move  beyond  the  proposed  monograph  stage  .wit  ha  pro duct. »wideW 
used  and  of  such  dubious  value?  In  general,  how  can  FDA  expedite  its  OTC  Review? 
Should  the  agency  be  giving  priority  in  the  review  to  widely  used  and  potentially 
hazardous  ingredients  like  PPA?  Why  is  it  taking  so  long,  and  when  will  it  be  J fin- 
ished? I  look  forward  to  hearing  from  all  our  witnesses,  arid  I  hope  we  can  begin  to 
resolve  some  of  the  questions  I  have  raised. 

Let's  Protect  Ouk  Citizens  From  Unsafe  and  Inaffective  Drugs 
Modern  medicine  has  come  a  Jong  way  since  the  18S0s.  There  ^e  river  300,000 
over-the-counter  medications  and  7.000  prescription  drugs  readily  arable  m  the 
United  States.  What  is  frightening,  however  is  that  as  much  as  ^billion  is  wasted 
on  some  of  these  products  with  ingredients  that  are  neither  f^.nor^c^r%^Z 
is  a  senior  citizen  to  know  what  is  safe  arid  what  is  not?  Not  only  do  70  percent  of 
oar  elderly  use  OTC  drugs,  but  the  average  senior  citizen  takes  13  prescriptions  a 
year  and  it  is  a  known  fact  that  the  elderly  are  twice  as  likely  to  ^  ^eatf  n  an 
emergency  room  for  an  adverse  drug  reaction  than  a  citizen  under  60  y^' s  of  ^ge 
Obviously,  this  is  not  a  problem  that  extends  beyond  the  senior  citizen  population,  it 

arForSmanf  ytl^Tkave  been  concerned  about  the  performance  of  the  FDA  in  the 
area  of  Hnig Safety  and  effectiveness.  A  1969  report  to  FD^hy  the .National  Acade- 
my of  Sciences  and  the  National  Research  Council  concluded  that  only  25  percent  of 
.TreprSa  ive  sample  of  over-the-counter  drugs  were  effective  for  even  one  use 
More  recently,  panels  appointed  by  FDA  have  foU rid  that  69  P«/«nt  of  all  over-the 
counter  ingredients  reviewed  are  not  generally  recognized  as  safe  and  ellecUve 

In  1932  the  FDA  began  a  systematic  five  year  study  of  all  over-the-counter  (OTU 
drUKs  Today- 11  years  later-FDA  estimates  that  the  review  will  not  be  completed 
until  the  year  2000.  Meanwhile,  under  current law,  manufacturers  are i  not  even  re- 
auired  to  report  adverse  drug  reactions  to  the  Food  and  Drug  Administration.  , 

This  leg^fation  will  make  the  Food  and  Drug ;  Adrogation  police  the  jubl.es 
health  It  will  mandate  that  FDA  exercise  authority  that  is  now  discretionary.  It 
wl  l  rive  the  agency  new  powers  to  require  drug  manufacturers  to  report  adverse 
Te dctfonl  ^  S%oena  information,  and  to  require  full  disclosure  of  all  test  results, 
riot  simply  those  that  support  a  new  drug  application. 

leqSn^ 
to  the  FDA.  Under  the  current  system,  drug  manufacturers  of  OTC  drugs  are  not 
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obligated  to  report  adverse  drug  reactions— even  if  they  are  life-threatening— to  the 
Food and [Drug  Administration.  

.__Glven.the  FDA  -the.  authority  to  require  drag  manufacturers  to  conduct  postmar- 
keting surveillance,  of  prescription  and  over-the-counter  drtigs  and  report  the  find- 
ings to  FDA.  The  Food  and  Drug  Administration  cannot  now  require  a  drug  manu- 
facturer to  survey  physicians  or  health  care  institutions  even  if  FDA  suspects  that 
there  may  be  a  serious  problem.  

Authorize  FDA  to  restrici.  the.marketi.ng  of  a_  drug  if  adverse  reactions  develop 
after  the  drug  has  been  approved.  Although  FDA  has  considerable  authority  to  re- 
quire further  information  and  testsl>efore  a  prescription  drug  is  approved,  once  the 
drug  has  been  marketed,  FDA  has  little  authority  to  regulate  its  use.  This  provision 
would  allow  FDA  to  restrict  a  drug  to  practitioners  with  special  training  or  experi- 
ence in  it  use  or  to practitioners .for :  usejjicertainfaciiities. 

Grant  to  FDA  the  authority  to  subpoena  records  from  drug  companies.  FDA  must 
reiy  on  voluntarism  and  the  goodwill  of  drug  companies  to  provide  the  information 
it  requests: 

Requires  investigators  of  new  drugs  to  report  the  test  results  of  all  studies  to 
FDA. 

Establish  a  program  i  n  FDA  to  en cpu  rage  .physicians*  i  nsti  t  u  tion  al  health  care 
providers  and  consumers  to  report  adverse  reactions  to  the  Agency.  It  is  vital  that 
FDA  mount  an  effort  for  voluntary  reporting  through  such  mechanisms  as  a  too- 
free  number  or  public  service  media  announcements  to  encourage  the  reporting  of 

adverse  reactions; 

Establish  a  National  Center  for  Drug  Surveillance  within  FDA  to  monitor  reports 
o f  adve rse  d rug  rea ctions  and  ensure  FDA  action.  

Mandate  an  annual  report  to  Congress  on  reported  adverse  drug  reactions  and  the 
actions  FDA  has  taken  in  response. 


[From  the  Plain  Dealer.  July  10,  1983] 

FDA  Fails  To  Protect  US— Part  I 
(By  Judy  Grande) 

Indianapolis.— The  heart  attack  that  forced  Harrison  Pittman  to  retire  from 
computer  programming  at  age  53  was  a  hard  blow*  but  not  a  fatal  one. 

Pittman  _had_  plenty,  of  reason  to  live— a  wife,  five  children,  a  nice  home— and  he 
worked  hard  at  recovering.  He  slimmed  down,  took  long,  slow  Walks  and  swallowed 
every  pill  his  cardiologist  prescribed. 

But  an  irregular  heart  beat  remained  a  year  after  the  attack,  and  he  was  sent  to 
a  clinic  that  was  experimenting  with  a  new  cardiac  drug. 

Pittman  signed  a  form  in  the  clinic  consenting  to  take  the  drug. 

Three. days  later  he  died—  a_h_uman_ guinea  pig,  __ 
_]!._$,  Food  and  Drug  Administration  (FDA)  records  later  revealed  that  Pittman, 
identified  in  clinic  files  only  by  patient  number  and  initials  "HP,"  received  extreme 
ly  high  dosages.  He  was  warned  that  test  with  a  similar  drlig  killed  humans  and 
laboratory  animals* 

His  is  but  one  of  many  stories  of  human  experimentation  conducted  by  an  indus- 
try so  cloaked  in  secrecy  and  so  skilled  at  self-promotion  that  it  defies  most  at- 
tempts to  regulate  it.  

.An  eighi^mpnth  investigatioji  by  The  Plain  Dealer  found  that  the  national  system 
that  is  supposed  to  protect  the  public  from  unsafe  drugs  does  not  Work.  It  is  failing 
because: 

The  physicians  -  hired  by  the  pharmaceutical  companies  to  test  experimental 
drugs— the  front  line  defenders  against  unsafe  drugs— at  time  endanger  lives  by  de- 
pa  rting  from  approved  procedures. 

The  oye rbu rde nedA  u ride rfi nanced  FDA  often _  el  oses  jts_  eyes  to  prob le ms  in  the 
pharmaceutical  industry  because  it  lacks  the  skills,  the  staff  or  the  stamina  to  do 
otherwise..  . 

The  FDA  rules  and  regulations  of  the  past  decade  Were  developed  by  lawyers  with 
strong  ties  to  the  pharmaceutical  industry. 

The  Reagan  administration  is  jhterit  upon  dismantling  some  of  the  safety  mecha- 
nisms incorporated    

.Physicians  are  no  jon  ev_e_r_-growing»_  at_times  misleading, 

promotional  campaigns  of  pharmaceutical  firms.  Prescription-drug  advertising  is  for 
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the  first  time  being  hurled  at  the  American  public  through'  television  and  maga- 
zines, creating  new  problems  for  the  FDA. 

Congress  has  done  little  to  reform  drug  laws  to  help  the  FDA,  but  it  regularly 
grants  iavors_tolhe  phanijaceutical  m 

Scores  of  interviews  and  a  detailed  review  of  thousands  of  pages  of  federal  docu- 
ments and  other  reports  reveal  a  pattern  of  wrongdoing  among  several  major  phar- 
maceutical Companies.  ..         .  ..  . 

Pittman  was  only  one  of  many  Avho  have  died  nationwide  during  clinical  experi- 
ments oh  newly  developed  drugs.  The  exact  number  of  deaths  is  not  available  from 
the  FDA.   

Some  of  Jhe  deaths  may  have  Jbeen  inevitable  because  the  patients  who  volun- 
teered were  terminal  and  viewed  the  experiments  as  a  last  resort;  Others,  however, 
may  have  died  needlessly:     

For  several,  death  came  on  the  top  floor  of  Wishard  Memorial  Hospital  here,  the 
spanking  clean,  quiet  part  of  a  public  hospital  that  is  home  to  Eli  Lilly  Clinic. 

It  is  here  that  experimental  drugs  developed  by  Eli  Lilly  &  Co.  scientists  are 
tested  on  hum  an i.sujtfecis.  

It  was  here  that _Pittm:  n  and  others  agreed  to  enter  a  study  on  a  drug  called  Dro- 
buline,  a  compound  being  tested  for  treatment  of  cardiac  arrythmias: 

And  it  was  here,  several  years  after  his  death,  that  patient  "HP"  became  a  statis- 
tic in  an  FDA  investigation  of  the  drug^testfrig  practices  of  Lilly,  one  of  the  world's 
largest,  most  profitable  pharmaceutical  firms. 

Pittm and ied  Nov.  21.  11)77 ,  th ree  days  a fter  ente ring  Lilly  Clinic.  But,  typica  1  of 
the__pa_ce  at  .which  the  FDA  moves,,  it  w_a_s_n_o_t  untiLa^ear  later—after  a  former  Lilly 
employe  complained— that  the  FDA  became  av  are  of  problems  in  the  clinic's  drug 
testing  programs:-  _ 

A  July  15)80  FDA  inspection  report,  released  by  the  house  government  operations 
subcommittee  on  jritergoverrimerital  relations  and  human  resources,  stated  a  check 
of  some  patient  records  on  Drobuline  showed  70  percent  had  been  given  the  wrong 
consent  forms,  which  authorize  testing  and  list  risks  associated  with  the  particular 
drug.    . 

Patient  "HHP"  got  the  wrong  papers,  a  two-paged  form  intended  for  healthy  vol- 
unteers. The  first  page  states,  "Compound  112092  (Drobuline)  has  been  given  only  to 
animals  so  that  yd u  will  be  the  jlrst  subjects  to  receive  this  drug."  The  second  page 
states,  "you  will  receive  no  benefit  from  this  drug,  but  you  will  provide  us  with  in- 
formation which  is  necessary  for  us  to  have  before  this  drug  is  given  to  people  with 
abnormai_heartbejits,M  

Pittman  received  400  mg.  doses,  but  after,  his  death  others  in  the  program  were 
lowered  to  doses  in  the  800-mg  range:  FDA  records  show  even  those  levels  were 
higher  than  the  maximum-200  mg,  doses  originally  planned  by  Lilly  and  OK'd  by 
the  FDA. 

A  Septem ber  1  9X0  memo  from  an  FDA  investigator  to  Dr.  Frances  O.  Kelsey,  FDA 
director  of  scientific  i n vest igations,  said  _his  FDA  review of  the  Drobul j ne  trials  sug- 
gested _"a  _ve_ry_  _ea  r  ly_,_  per  ha  ps  _  pre  m  at  u  re.  sta  r t-up  to  __t_h  e  pa  t  ie  n  t_  t  rials,,  the  _oceu  r- 
rence  of  adverse  effects,  patient  deaths,  a  return  to  normal  volunteer  testing  and  an 
early  termination  of  human  studies,  essentially  without  explanation:" 

"In  March  of  1978,"  the  memo  continues,  "two  events  appear  tohave  resulted  in 
an  end  to  Lillys  Drobuline  program.  Having  pushed  the  dosage  of  the  drug  to  the 
limi  ts  of  th  e  pa  tie  nt's  tolera  nee,  and  having  demonstrated  relatively  unimp  ressive 
efficacy,  Lilly  npw_wanted  to  .further  incre_ase_the  dose/'  

Dr.  M  ichaeJ  J ._  He  nsley,  _t  he_  in  vest  igato  r_  w ho_  has_  si  nee  Left  t_he_  FDA,  _  t  he  n  to!  d  of 
a  patient  who  was  released  from  the  hospital  on  the  10th  day  of  therapy,  March  23, 
1978^  and  suffered  a  fatal  heart  attack  at  home  three  hours  Jater: 

"Report  of  the  death  to  the  FDA  was  not  made  until  April  20,  1978,"  Hensley 
wrote,  _"ahd  at  the  time  it  was  stated  the  patient's  response  to  the  drug  was  said  to 
have  been  excellent  and  ho  adverse  effects  were  noted." 

The  doctor  conducting  the  Drobuline  trials  was  Alfred  F.  Fasola,  a  Lilly  employe, 
who  had  tested  a  similar  drug,  Aprindine,  which  resulted  in  patient  deaths  in  1973 
and  1974.      

In  a  November  1980  letter  to  Fasola,  Kelsey  said,  "Information  discovered  during 
both  the  Aprindine  and  Drobuline  inspections  leads  us  to  believe  that  you  have  re- 
peatedly or  deliberately  failed  to  comply  with  the  regulations  relating  to  the  proper 
conduct  of  a  clinical  study  involving  an  investigational  new  drug." 

Kelsey  tiled  violations  of  the  _Federal  drug^  code  by  Fasola,  including  failure  to 
keep  track  of  all  the  drug  received  and  failure  to  maintain  adequate,  accurate  case 
histories. 
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Oh  Jan.  13,  lUKhuri  informal  conference  was  held  at  the  FDA  to  consider  wheth- 
er Fasola  should  be  disqualified  from  participating  in  new  drug  studies.  More  than 
two  years  later,  the  FDA  has  taken  OP.  action  on.Faspla's  case.  As  of  last  month  he 
was  still  working  at  Lijjy,  The  FDA.wijl  not  comment  on  the  status  of  this  investi- 
gation other  than  to  say  it  is  in  abeyance.         _     _    ..  ...   

Lilly  will  not  comment  on  any  qaestions  related  to  new  drug  studies,  its  clinic  or 
Fasola,  citing  the  continuing  investigation  as  reason  for  its  silence. 

Dr.  Fasola  could  riot  be  reached  for  comment. 

The  Justice  Department  is  investigating  Lilly  after  the  FDA  charged  that  the 
compajiy_wUhhejd  information  on  patient  deaths  before  approval  of  Oraflex,  the 
anti-arthritis  drug  pulled  off  the  market  last  year  following  reports  of  deaths  in  the 
United  States  and  Great  Britain. 

Some  public  statements  from  the  firm  have  emerged,  however. 

On  Aug.  9,  1982,  after  a  congressional  hearing  on  Orafiex  and  the  drug  approval 
process,  Lillys  board  chairriiari^  Richard  D.  Wbod^  wrote  his i  stockholders.  He  said 
charges  against  Lilly  were  unsubstantiated  and  that  they  were  predicated  on  memo- 
randa prepared  by  operational-level  FDA  investigators.  

Lilly  is  not  unique  in  its  difficulties  with  experimental  drugs*  tut  it  is  one_of_the 
few  companies  with  its  own  clinic  for  human  testing— most  contract  with  doctors 
who  specialize  in  the  type  o!  ailment  the  drug  is  intended  to  cure: 

The  testing  procedure  is  Very  costly  for  firms  involved  arid  Very  lucrative  for  the 
tester,  with  many  grossing  as  much  as  $1  million  a  year.  The  procedure  has  been 
pol  iced  by  t he  FDA  for  m any  yea rs  wit h  mi nimal  success. 

Of  852  inspect  ions  o  f  d  rug_  studies  cond  u  cted  _by  t  he_  FDA  .be  twee i  n_  June  _197?  and 
last  February,  only  16ffc  of  the  testing  programs  checked  were  found  to  be_ in  full 
compliance  with  the  law,  according  to  the  FDA  Division  of  Scientific  investigations. 
Of  the  deficiencies  found,  nearly  half  involved  informed  consent  and  35%  involved 
inadequate  drug  recordkeeping. 

Inf ormed  consent  p roblems  can  inclu de  u n de rstati rig  the  ris ks  of  the  expe rimental 
d rug.or  Use_of  overly  positive, language  on  safety  and  efficacy.  

What  is  most  disturbing*  said  kelsey,  is  that  inspections, are  conjjucjted_onjy:  on 
those  studies  selected  by  the  companies  as  most  thorough  and  favorable  to  their  new 
drugs. 

"If  these  figures  were  compiled  from  the  overall  thousands  of  studies,  the-percent- 
ages  would  be  OK.  But  these  are  the  basic  reviewers  that  the  sponsors  finger  as 
most  reliable/*  Kelsey  said.  

Kelsey  is  a  iegeadary  figure. at_FDA,_She_receive_oLa  medaLfrqm  President  John  F. 
Kennedy  in  1962  for  preventing  the  marketing  in  the  United  _S^tates_oXThaljdo_m_ide, 
a  sedative  that  caused  birth  defects  in  the  children  of  European  women  who  used  it. 

But  there  is  only  so  much  Kelsey  and  her  staff  can  do:  A  hodgepodge  of  FDA- 
written  regulations  goverriirig  clinical  investigations  are  Vague,  lenient  arid  cumber- 
some. And  budgets  are  forever  being  reduced.  Like  many  other  FDA  em  ploy es,  they 
may  fall  short  of  desi red  goals,  not  for  lack  of  tryi ng,  but  lack  of  time.   

la  any.given  .three-yeaJLperjod1_some  liP_Opj;linical_  investigations  are  involved  in 
drug  studies.  The  FDA  can  inspectonly  about  600  studies..  

Congress  in  1977  gave  the  FDA  the  budget  authority  to  increase  the  division  .staff 
to  52.  The  highest  it  ever  reached  was  about  40.  This  fiscal  year  it  was  lowered  to 
32.  Kelsey  said  it  would  likely  be  reduced  further.  - 

While  reducing  inspectioii  staff,  the  FDA,  to  the  delight  of  driig  makers,  is  adding 
to  the  division  that  reviews  new  drug  applications  to  speed  up  marketing  approval. 

One  of  the  biggest  obstacles  facing  Kelsey 's  staff  is  the FDA's  lack  of  clout.  Doc- 
tors often  won't  give  them  records.  The  FDA_has.no  subpoena. power  

The  FDA  has  disqualified  52  clinical  investigators  from  further  testing  since_19644 
arid  nine  others  have  agreed  to  some  restrictions  on  using  investigational  drugs.  But 
the  bureaucratic  road  to  disqualification  is  riot  short.  In  the  1960's  it  took  only 
about  six  weeks  to  declare  a  physician  ineligible  to  test  drugs.  It  now  takes  as  long 

as  four^years.      .  _" 

__An_infor_ma_i  hearing  with  the  FDA  commissioner  has  been replaced  with  a  formal 
one,  requiring  participation  of  legal  counsel  for  the  physician  and  several  FDA  offi- 
cials as  well:  .       

"Thus  we  have  three  sets  of  FDA  attorneys  (for  the  bureau^fo_r_the_hearing_ofricer 
arid  for  the  commissioner),"  said  Dr:  Alan  B:  tisook,  chief  of  the  agency's  clinical 
investigations  branch,  "all  of  whbrii  are  forbidden  to  speak  to  one  another  concern- 
ing the  case  on  hand." 

The  clinical  investigator,  riieariwhile,  can  continue  to  study  the  drug  Until  a  final 
determination  is  made.  The  FDA  has  the  authority  to  immediately  stop  an  investi- 
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gator  from  Further  study  by  citing  a  serious  hazard  to  health,  but  this  has  happened 
only  once^  

That  was  the  case  of  Dr.  Carl  E.  Blunck  of  Louisiana,  who  in  1977  was  given  per- 
mission to  receive  a- drug  called-  Arigiriiri.  It  was  to  be  for  his  personal  use,  not  for 
disbursement  to  patients,  but  FDA  records  show  he  administered  the  drug  to  more 
than  HO  patients  and  could  account  for  only  about  7,000  of  more  than  20,000  tablets 
he  had  .received.. 

Dr.  Michael  C.  Gelfand  of  Maryland  also  was  cited  for  keeping  inadequate 
records,  and  "compromising  both  the  integrity  of  the  data  arid  the  safety  of  the  sub- 
jects, according  to  his  FDA  ^le. 

Although  Dr.  Gelfand  did  not  deliberately  violate  the  regulations,  the  violations 
were  widespread  and  ongoing.  Some  of  them,  such  as  the  failure  to  keep  adequate 
pajient_  records containing crucial  blood  pressure  snd  pulse  rate  data,  are  inexcus- 
able, reads  the  September  1981  decision  of  FDA  Commissioner  Arthur  Hull  Haves 
Jr.    ...    _  _  _ 

But  Gelfand  had  an  out—Title  21,  Part  312  of  the  Food  and  Drug  Law,  which 
gives  the  commissioner  the  right  to  declare  an  investigator  eligible  if  adequate  as- 
surances are  made  that  the  problem  will  not  happen  again.  Hayes  did  exactly  that. 

"I  conclude  that  although  you  have  repeatedly  failed  to  comply  with  the  regula- 
tions governing  exemptions  for  investigational  new  drugs,  you  have  furnished  ade^ 
quote  assurance  that  the  conditions  for  exemption  will  be  met  in  the  future,"  Hayes 
wrote  Gelfand:  "Consequently,- 1  have  decided  that  you  will  not  be  disqualified  from 
receiving  investigational  new  drugs." 

Tni?  FDA  has  proposed  further  weakening  the  so-called  IND  (investigational  new 
drug)  regulations.  The  proposal,  outlined  in  the  June  9  Federal  Register,  articulates 
the  flexibility  available  to  clinical  investigators  to  modify  approved  drug  protocols 
without,  telling  the  FDA.  It  allows  drug  researchers  to -conduct  new  experiments  on 
drugs  for  other  uses  without  getting  FDA  approval.  These  would  be  limited,  the 
notice  states,  to  situations  where  safety  is  riot  an  issue  and  would  be  designed. pri- 
marily for  researchers  in  academic  institutions  who  are  exploring  new  uses  for  mar- 
keted^ drugs. 

There  is  also  a  gap  in  the  FDA's  monitoring  of  drug  experiments.  It  has  yet  to 
publish ,_regulations_sn  sponsors  of  the  studies— the  companies  that  hire  the  physi- 
cians who  do  the  testing. 

These  regulations,  which  would  make  sponsors  more  responsible  for  the  actions  of 
their  investigators,  were41rst  proposed  in  1977. 

A  not>ce  1  n  the  same  June  9  Federal  Register  said  the  sponsor  regul ations  would 
be  made  final  in  the  coming  months,  at  about  the  same  time  as  the  new  regulations 
governing  investigational  new  drug  studies. 


FDA  Often  Finds  its  Hands  Tied— Part  2 
(By  Judy  Grande) 

Washington;— Dr:  Joseph  Feldschuh,  a  cardiologist,  is  used  to  seeing  people  die. 
Yet  there  was  something  especially  disturbing  about  the  dealths  in  1979  of  two 
heart  patients. 

v.T?sts  tajten i  at  the  time  of  death  high  acid  levels  in  their 

blood— levels  high  enough  to  kill  even  a  person  with  a  normal  heart. 

Two  years  later,  .Feldschuh  and  a  New  York  colleague  were  satisfied  they  had 
found  the  cause  of  the  acid  overdose— a  particular  brand  of  epinephrine,  Abboject, 
(otherwise  known  as  adrenalin),  injected  into  the  heart  during  cardiac  arrest. 

The  brand  manufactured  by  Abbott  Laboratories  contained  eight  times  the  acid  of 
similar  products,  the  doctors  determined. 

They  supported  their  Finding  with  chemical  analyses  and  a  telephone  survey  of  38 
doctors  who  had  ad m mistered! the  drug  to  their,  patients. 

In June !  j9B2,_the  doctors  notified  Abbott  of  their  chilling  discovery:  Of  852  pa- 
tients in  New  York  City  injected  with  the  Abbott  brand,  no  survivor  could  be  found. 

The  firm  reacted  swiftly  but  silently: - 

It  reformulated  the  product  to -contain- less  acid— used  to  stabilize  the  drug_— but 
did  riot  notify  the  U.S.  Food  arid  Drug  Administration.  And,  it  did  not  warn  doctors 
arid  hospitals  of  the  potentially  deadly  danger.  __ 

Not  until  last  January,  when  a  medical  journal  published  the  findings  by  Felds- 
chuh and  Raymond  Gam  hi  no^  .a  professor  at  Columbia  University's  College  of  Physi- 
cians and  Surgeons,  did  Abbott  recall  the  high-acid  epinephrine. 
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Abbott.. stUi  denies  Its  prod  ret  was  harmful,  and  criticizes  the  testing  methods 
used  by  the  two  doctors.  It  star  is  by  its  decision  not  to  notify  the  FDA.       -  - 

Abbott  is  on  solid  legal  grou  id.  The  FDA,  the  federal  agency  responsible  lor  keep- 
ing Unsafe  drugs  off  the  market,  claimed  no  jurisdiction.  Because  the  manufacture 
of  epinephrine  predates  the  1938  Food,  Drug  and  Cosmetic  Act,  it  escapes  regula- 

Beyond  meeting  with  company  managers  to  discuss  the  "voluntary"  recall  and 
telling  them  they  used  "poor  judgment"  in  keeping  the  matter  quiet,  the  FDA  has 

d°Fteroireiders  Feldschuh's  claim  exaggerated  and  has  taken  few  steps  to  find  but  if 
the  product  could  have  caused  any  deaths.  

"The  FDA  has  no  regulatory  reason  to  try  and  reconstruct  what  may  or  may  not 

have  happened,"  said  FDA  spokesman  William  Grigg.     

_  Besides,  said  Grigg,  the  FDA  has  never  received  a  complaint  of  this  sort  before 
Because  most  cardiac  arrest  patients  cannot  be  saved,  doctors  have  said  they  might 
not  suspect_an  additional  factor  in  the  death.  -     :     -  t 

"It's  such  a  dramatic  charge  (the  852  deaths)  but  it's  a  moot  point,  s?id  Grigg. 
"Is  it  worth  debating  something  that's  been  corrected?" 

Feldschuh  and  others  chink  it  is.      n 

"If  this  is  the  way  we're  being  protected  by  the  agencies,  forget  it,  said  Felds- 
chuh, who  is  studying  the  hew  formula.  He  contends  that  it,  too,  v  have  enough 
acid  to  kill.  .  .       .    ;  _r 

Though  the  Abbott-epinephrine  episode  may  be  unusual,  it  is  typical  of  a  common 
affliction— the  FDA's  inability  to  keep  close  tabs  on  the  pharmaceutical  industry  it 
is  supposed  to  regulate^  

When  health  hazards  occur  the  FDA  is  often  the  last  to  know.  

This  happens  not  only  after  products  are  market_edA_but  during  the  drug  approval 
process  as  well— in  part  because  the  FDA  is  understaffed^ overworked  and  in  some 
areas  lacks  the  skills  to  handle  the  ever-growing  crises  that  confront  it   _ 

As  Dr.  Peter  B.  Vaill,  author  of  a  1982  study  of  the  FDA's  division  of  new  drug 
evaluation,  said,  the  bureau  works  "in  an  atmosphere  of  constant  distraction,  ten- 
sion and  crisis."   rr   t   Tt  •  u 

Vaill,  professor  of  human  systems  at  George  Washington  University  who  was 
commissioned  by  the  FDA  to  make  the  study,  listed  the  "realities  of  everyday  liie 
in  the  FDA.  To  name  a  few:     

Multiple  conflicting  outside  interests  with  stakes  in  how  the  new  drug  evaluation 
process  is  conducted. 

Congressional  scrutiny. 

Constant  time  pressure  to  keep  approval  o n  sched ule. 

Decision-making  responsibility  for  life  and  death.     :  . 

A  history  of  skirmishing  with  the  pharmaceutical  industry,  the  media  and  various 
special-interest  groups.     ■  r    .  . 

Vaill  cited  "The  heavy  dependence  of  this  entire  system  on  the  nonprofessional 
secretarial-clerical  staff  to  generate  the  system's  .actual  physical  output,  and  the 
difficulty  the  professional  staff  has  in  seeking  and  adapting  to  this  strategic  fact. 

Those  words  soon  came  back  to  haU ht  the  FDA:   

In  April  1982,  the  FDA  approved  the  anti-arthritis  drug  Oraflex,  NoUon|  after- 
wards^ physicians  were  sent  warnings  from  its  maker  that  the  drug  could  cause 
kidney  and  liver  problems  in  the  elderly.  Soon  after  that,  it  was  withdrawn  because 
more  than  7D  peopJe.died  while  taking  it  here  and  in  GreatBritain.         -  --     -  m_ 

Still  being  debated,  nearly  a  year  later,  is  what  the  FDA  knew  about  the  toxic 
effects  ofthe  drug  and  when_it_knew_it.  t   ;..  ..." 

The  FDA  division  that  reviews  new  drugs  had  a  six-month  backlog  in  its  mail- 
room.  It  is  possible,  FDA  officials  concede,  that  at  least  two  reports  oHiver  failure 
sat  there  unopened.  — 

Dr.  Robert  Temple,  FDA  acting  director  of  New  Drug  Evaluation,  cited  cases  ot 
combined  liver  and  kidney  damage  that  the  drug's  manufacturer,  Eli  ;LilJv  \Cp., 
reported  to  the  FDA  before  the  drug's  approval.  "One  was  contained  in  the.  ND A 
(new  drug  application),  one  was  provided  as  a  desk  copy  to  the  medical  reviewer  and 
the  other  two  might  well  have  not  been  seen  by  anybody,"  he  said.  They  were 
probably  in  the  document  room."  -  -   -  

Each  of  the  FDA'&six  drug  evaluation  divisions  has  a  document  room,  wnerenriaii 
sorted  from  the  central  receiving  office  is  sent  for  disbursal  to  appropriate  individ- 
uals. "There  was  at  that  time  a  six-month  backlog  in  the  document  room,  said 
Temple.  "It  is  always  difficult  to  hire  people  for  the  document  room.  They  ve  had 
their  grade  knocked  down  twice.  It's  a  position  of  considerable  responsibility,  yet 
their  grade  is  GS3  or  5  and  salaries  are  low  ($11,949  to  $17,383).  * 


21 


17 


__Temp_le,  who  said _tiie  backlo^_iadQWjilo. one  Jdonth_and_may_soQn.be  current  _her 
cause  the  FDA  is  paying  overtime  to  get  the  work  done,  did  not  try  to  defend  the 
lapse:  "One  cannot  argue  that  keeping  things  in  your  document  room  is  good,"  he 
said:    -   

The  FDA  has  a  more  general  staffing  problem,-  said  Temple.  It  is^  dflen  linable  to 
get  quality  professional  staff  because  "most  people  go  into  medicine  to  take  care  of 
patients.  This  is  not  exactly  what  they  had  in  mind.' 

Yet,  Temple,  said  the  FDA  acted Properly,,  giye_n_the  information  it  had  whenit 
approved  the  drug._TJie  FDA  did  noLlearn  about  the  Jarge  numbersof  deaths  untiJ 
last  August,  four  months  after  approval,  Lilly,  however,  may  have  known  about 
them  sooner^  according  to  the  FDA.  The  Justice  Department  is  investigating  wheth- 
er Lilly  withheld  that  information. 

Because  of  another  FDA  backlog — in  its  computerized  system  for  monitoring  ad- 
verse effects  from  marketed  drugs— it  was  again  among  the  last  to  know  that  a 
number  of  people  were  having  fatal  or  serious  allergic  reactions  to  the  painkiller 

Zomax.         ____         

_  In  „  March,  Zomax  was  _ vqLu  n tari ly_  w  i  thd  rawn  _  from  _  the  market  because,  of  _ five 
deaths  associated  with  its  use.  In  April,  a  House  Government  Operations  subcom- 
mittee held  hearings  on  the  withdrawal  and  severely  criticized  the  FDA's  system  of 
postmarketing  surveillance. 

"Scarcely  a  week  or  a  day  goes  by  that  most  of  us,  nere  in  this  room  arid  else^ 
where  across  the  country  do  riot  take  some  form  of  rriedicatiori,"  said  subcommittee 
chairman  Ted  Weiss,  D-N.Y. 

_  _  "  J  regret  to  report,  that  j  jl Aid  the_  rcsu  Lts_  of  Q_u  r  in  vest  iga  tip  n  most  d isturbing,  i in 
thai  they,  very  strongly  bdicate_funa^mentaLdeitciencies  ^  FDA's  drug  approv- 
al process  and  adverse  reaction  monitoring  and  analysis  system." 

Robert  Eaton,  an  FDA  pharmacist,  told  the  House  subcommittee  that  as  late  as 
last  February,  one  month-  before  the  drug  was  withdrawn,  the  FDA  computer 
system  has  logged  only  half  of  the  more  than  1,100  cases  of  allergic  reactions  to  the 
drug.   -- 

*_Th ose_  repp rts  cp u  Id  have  bee  n  anywhe re  th  rough  the  system Eatp n  said , 
_  But  perhaps  _  m i0 re_ _d  istu  rbi  ng_is  _the  _fac_t_  that  as _m u ch i  as_ one  year  before. the  wi th- 
drawal,  some  FDA  officials  were  aware  of  the  dangerous  allergic  jreactions,  particu. 
larly  when  the  drug  was  used  Jntermittently,  as  manv  painkillers  are.  They  met 
with  the  manufacturer,  the  McNeil  Pharmaceutical  suosidiary  of  Johnson  &  John- 
son, to  discuss  sending  a  warning  to  physicians  about  the  reactions.  The  Warning 
about  intermittent  use  was  brriitted. 

At  the  Zomax  heari rig,  Commissioner  Arthu r  Hull  Hayes  Jr.  called  the  FDA's 
system  of  post-m  ar  keti  ng_  suryei  llance  the  best  in  the  world.  Hayes  said  _that  si  nee 
comin^.toihe.FDA  in_i981_he_'d_made  many  administrative  and  regulatory  changes 
to  alleviate  some  of  the  reporting  problems.      

Further  slowing  FDA  activity  is  the  fact  that  employes  in  all  divisions  spend  a  lot 
of  time  away  from  normal  duties  to  answer  Freedom  of  Information  Act  requests: 

The  FDA  is  the  second  largest  recipient  of  such  requests  for  information,  led  only 
by  the  Department  of  Defense.  In  the  first  quarter  of -1983,  it  lbggecUJ, 492  requests, 
a  4  percent  increase^ over  the  previous  quarter.  In  1982,  i*.  cost  the  FDA  $4.7  million 
and  took  130  staff-years  to  process  the  requests. 

_  Many  requests  are  _f rpm  pharmaceutical  cojrnpanies  seeki ng^  i nfprmatipn  on  com- 
petitors' activities— or  those  of  Iheir _own_firm,_A  lawyer  who  represents _seve_ral 
major  drug  companies  said  it  is  cheaper  for  industry  to  file  an  FOI  request  on  itself 
than  to  have  one  of  its  employes  research  the  topic. 

The  situation  may  worsen  if  Congress  approves  a  bill  requiring  the  FDA  to  notify 
firms  before  it  releases  any  information  about  them.  The  firm  Would  then  have  the 
opportu  hit  j to  object. 

Gerald  Deigh  ton,  staff  di  rector  of  the  FDA 's  Freedo  m  of  In  formation  d  i  vision ,  said 
if  predisclpsure  nptifi  the  FDA  close  to  $4 

million  more«_take_ an .aMitjpnaLMB.staff-years  and  double  the  time  (it  already 
takes  several  months)  to  get  responses  out. 


FDA  Is  8  Years  Late  With  Drug  Efficacy  Report— Part  3 
(By  Judy  Grande) 

.  Washington— Stuffy  nose  sufferers  know  it  as  the  "nighttime  cold  medicine" — 
NyQuil,  the  dark  green  fluid  billed  as  an  antihistamine,  analgesic,  cough  suppres- 
sant arid  decongestant  all  rolled  into  brie: 
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It's  the  largest  sell!  ig  over-the-counter  cold  product  in  the  United  States.  And  it 
may  not  work,        . .     

A.U;S;  Food  and  Drug  Administration  advisory  panel  of  scientists  .in.: 1976  Jabeled 
combination  products  such  as  NyQuil  as  lacking  evideiice  of  effectiveness  because 
they  contained  too  many  ingredients.  While  the  report  did  not  specifically  name  any 
combination  drug,  NyQuil  fits  that  category  because  it  has  a  combination  of  four 
act i ve  i ngred ie n ts,  a n d  an  a Icoh ol_ content  p f  25  percent.  One  of  t hese  i ngred ients— 
the  nasal  decongestant— is  also  individually  listed  as  possibly  ineffective  when  taken 
orally. 

But  seven  years  after  the  panel's  report  was  published  in  the  Federal  Register— 
the  official  document  of  governmental  action— the  FDA  is  still  dragging  its  feet  on  a 
final  ruling  as  to  whether  products  like  NyQuil  are  effective,  whether  they  should 
be  reformulated— or  removed  from  the  market.     

This  scenario  is  repeated  with  thousands  of  over-the-counter  (CTC)  products,  all 
part  of  a  massive,  first-time  review  of  their  safety  and  efficacy.  Bogged  down  in 
20,000  volumes  of  information  affecting  400,000  products,  the  FDA  is  eight  years 
behind  schedule  and  is  not  likely  to  complete  its  review  until  the  year  2000. 

The  man  who  developed  the  sluggish  review  process  is  Peter  Barton  Hutt,  chief 
FDA  counsel  from  1971  to  1975.      

Although  the  FDA  decided  in  1966  to  remove  unsafe  and  ineffective  0TG  drugs 
from  the  market,  the  job  was  hot  started  until  1972.  Hutt  had  arrived  by  then.  He 
designed  a  review  procedure  that  allows  corporate  respbrises-at  so  many  stages  of 
the  review  that  manufacturers  can  Indefinitely  swamp  the  FDA  with  information 
about  their  products.  .  _    _       .  t 

Hutt  learned  his  trade  as  a  partner  in  Covington  &  Burling,  one  of.  Washington's 
most  powerful  law  firris  and  one  that  has  represented  most  of  the  major  pharmaceu- 
tical companies.   

From  there  he  went  to  FDA ,  whe re  he  joined  a  long  line  of  FDA  counsels  trai ned 
in  food  and  drug  law  by  the  very  industry  they  came  to  regulate-  

. ' '  On  r  lawyers  go  i  n  and  o  u  t  of  go  ve  r  n  me  nt  al  1  t  he  t  i  me/1  said  _H  u  tt3_w  ho  _resu  med 
his  partnership  at  Covington  &  Burling  in  1975  and  represents  the  Pharmaceutical 
Manufacturers  Association. 

In  Washington,  this  is  known  as  " the  revolving  door"— the  back-arid-forth  of  men 
and  women  between  federal  agencies  and  the  firms  they  regulate. 

The  FDA  studied  its  own  revolving  door  in  1981,  reporting  on  297  senior  officials 
who  had  left  FDA  the  previous  year.  0f  those,  8  percent  went  to  regulated  firms  or 
are  employed  as  their  consultants.  The  FDA  considers  this  a  low  percentage. 

But  those  figures  do  riot  include  the  agency 'a  lawyers.  Those  numbers  are  harder 
to  come  by.  The  Plain  Dealer  found  at  least  a  dozen  former  FDA  counsels  who  now 
represent  the  pharmaceutical  industry,, or  did  so  before  their  stints  at  FDA. 

Several  came  from  Covington  &  Burling,_as  _did__Hutt,_H_is  influence  on  the  FDA 
and  the  drug  industry  appears  as  pervasive  today  as  it  was  in  the  1970s. 

Others  include  Richard  Merrill  {with  Covington  &  Burling  from  1965  to  1969), 
FDA  general  counsel  from  1975-1977  and  now  dean  of  the  University  of  Virginia 
law  school,  a  nd  Terry  S.  Coleman  (with  Covingto  n  &  Bu  Hi  rig  from  1976-1 98 1),  cur- 
rent deputy  general  counsel,  for  regulations  at  the  Department  of  Health  arid 
Human  Services,  parent  agency  of  the  FDA.   

HUtt,  a  skilled  Orator  and  convincing  debater,  views  himself  as  the  prime  example 
of  the  revolving  door  and  makes  no  apologies  for  it. 

"What  many  in  industry  used  to  say  to  me  was^he  drily  difference  after  I  went  to 
gove  rnment  was  that  t  hey  got  the  same  ad  vice,  except  it  a  ppeared  in  the  Federal 
Register  instead  of  an  envelope from  Cpyingtpn  &  Burjirig,"  he  said. 

But  sometimes  he  finds  his  firm's  influence  embarrassing,  as  he  Mmitte^  to  a  col- 
league recently,  A  seminar  was  held  a  few  months  ago  to  train  Se_nate_staffers_  in 
food  arid  drUg  law.  A  panel  discussion  was  planned  with  representatives  of  all  the 
major  industries  regulated  by  FDA. 

The  debate  was  hardly  lively.  Nearly  every  lawyer  at  the  table  had  the  same  view 

of  regulation— each  was  from  Covington  &  Burling.     

_  "There  is  no  question  Peter  Hutt  is  responsible  by  and  large  for  the  regulatory 
framework  by  which  the  FDA  has  operated  for  the  past.  lQ_  tP_l5_.yearstM_  said 
Thomas  Crumbly,  who  was  executive-assistant  to  former  FDA  Commissioner  Donald 
Kennedy.  "His  conception  of  what  FDA  regulation  is  about  is  expansive." 

Regulation  of  the  pharmaceutical  industry  dates  to  1906,  when  Congress  passed 
the  Food  and  Drug  Act.  It  called  for  protecting  the  public  from  hazardous  foods, 
drugs,  cosmetics  and  medical  devices. 
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In  1962,  Congress  amended  that  act  to  require  that  all  drugs  be [  elfectiye.as  well 
as  safe,  but  it  was  not  until  the  1970s  that  the  FDA_  com m issioners  began  im ple- 

menting  the  efficacy.  requirements  JojLdrugs m_ajLk_etedi^gre_19C2,  

_  It  was  alsp  during  the_1970s.that_the  PDA  hearing  process.became  more  cumber- 
some, allowing  long  delays  before  the  agency  could  take  action  against  a  firm  or 
individual.  ...  ..  . 

Few  dispute  the  worthiness  of  the  safety  and  efficacy  reviews  Hutt  designed,  but 
many,  including corisuriier-drierited  health  organizations,  blame  him  arid  other  FDA 
lawyers  for  much  of  what  troubles  the  agency  today. 

Hutt  designed  the  legal  process  for  review of  prescription  drugs  marketed  before 
the  .1962  drug  efficacy  amend  was  set 

by_a_  federal  judge  after  several  consumer  health  organizations  sued  the  FDA  to 
speed  up  the  review. 

While  lengthening  procedures  to  give  pharmaceutical  firms  due  process  Jn  dealing 
with  regulators,  Hutt  did  try  to  streamline  one  regulatory  area.  In  1974,  he  hired  a 
lawyer  to  rewrite  the  FDA's  regulations  for  approving  new  drugs— the  pharmaceuti- 
cal industry's  No.  1  priority. 

"His  basic  ph  ilosophy  is  the  regulators  would  be  better  off  if  t  hey  we  re  left  alone 
with  lawyers.  Politicians,  wilLscrew  it  up^ _Leave  it L_tp_the .guy^^io_are.tnfi_ptD.fea- 
sionals/'  s^id_o_neJawyer_of  Hutt.  "He  has  an  elitist  view  of  what  public  policy  is. 
But  he  is  a  formidable  opponent." 

Dr.  Sidney  Wolfe,  head  of  the  Ralph  Nader-founded  Health  Research  Group,  puts 
it  more  simply:  The  FDA  is  caving  in  to  the  pressures  of  the  drug  companies. 

"They  started  a  procedure  in  1572  that  should  have  taken  four,  five  or  six  years," 
said  Wolfe,  a  graduate  of  Case  Weste  r  ri  Reserve^  U ri i versi ty _Med ical  School.  "The 
panels  finished  their  work  years  ago,  in  some  cases  six  or  seven  years  ago,  so  it's  all 

at  the  level  of  the  FDA."  s  

__Hu_tt  blames  delay  not  on  his_  procedures,  but  the  unexpected  amount  of  ingredi- 
ents that  had  to  be  reviewed.  He  says  it  is  a  miracle  it  is  being  done  as  quickly  as  it 
is. 

Hutt,  author  of  the  textbook  on  food  arid  drug  law  used  in  most  law  schools,  de- 
fends the  revolving  door. 

"Everything  I  accomplished  at  FDA,  in  the  matter  of  time  in  which  I  did,  was 
accom p! ished  beca use  I  had  spen t  1 2  years  in  t rai n i ng  fo r  the j oh" _said_ Hu tt. _" A 
government  that  is  as  complex  as  this,  you  have  to  bring  in  people  who  know  some- 
thing  about  it."       ..  .  _    

Hutt  added  that  he  would  never  presume  upon  a  friendship  at  FDA:  "That  is  the 
reason  I  never  make  a  phone  call  or  write  a  letter  :  :  :  because  that  it  seems  to  me 
is  where  the  pub'ic  is  entitled  to  be  suspicious.  - 

Hutt  numbers  many  at  the  FDA  among  his  friends,  including  former  comrriissiori- 
er  Donald  Kennedy. 

Perhaps  more  than  anything  else,  it  is  these  friendships  that  make  industry  law- 
yers so  powerf  1 1  concern i ng  FDA  jmatters.  Fr iendsh i ps  p royide_  access  w here  it 
might  Otherwise  of  trust  and  respect  that  prob- 

ably wouicLnot .exist Jn  most  adversarial  s.tutations. 

It  can  work  this  way;    ....    .  _       ....      _    _._  _ 

William  VcKlra,  formerly  in  the  general  counsel's  office,  is  now  with  Arnold  & 
Porter,  a  prestigious  law  firm  representing  several  major  pharmaceutical  compa- 
nies. To  get  s  wifter  action  on  the  approval  of  Pfizer  Iric:'s  new  anti-arthritis  drug, 
Felderie,  all  Vodra  had  to  was  pick  up  the  phone. 

A  year  ago  he  called  J.  Richard  Crout,  then  director  of  the  Bureau  of  Dnigs,  with 
whom  he  once  ^worked,  A  riiembraridurii  of  their  telephone  conversation  written  by 
Crout  stated:  "Mr.  Vbdra  was  tryirig to  calm  Pfizer  but  that  the  situation  was  get- 
ting worse  and  Pfizer  was  conside ri nj»  appeals  to  the  bu reau  di rector  and  commis- 
sioner. He  also_sa id  that  py roxicam  iFeldene)  is jbeing  used  widely  in  the  political 
arena  and  before  Vhe  McMahon  Commission  as  an  alleged  example  of  agency  ineffi- 
ciency,"     

Vodra  defended  the  call,  saying  Jie  did  not  attempt  to  influence  the_FDA  decision. 
The  drug  was  already  approved:  it  was  merely  a  question  of  getting  the  final  letter 
of  approval  out: 

The  letter  Was  sent  out  about  four  weeks  later. 

Vodra  is^  the  lawyer  Hutt  hired  to  rewrite  regulations  to  allow  new  drugs  to  be 
markej»d  faster.  But L other  priorities  came  along  in  the  late  1970s  ^arid  Vbdra  never 
completed  his  rewrite.  He  said  many  projects  he  worked  on  until  1979,  when  he  left, 
a re_  on ly  now  coming  to  fr u i ti on . 

_8ut  delay  is  not  the  fault  of  lasers,,  said  Vodra._"lt  comes  through  a  shifting  of 
priorities,  a  demand  for  higher  proof  that  what  you're  doing  is  correct  and  will  abso- 
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lutely  be  defensible  in  court,  the  zero  defect  mentality,  the  desire  to  do  things  com- 
prehensiy^]y_in_stead_^^n^pie^nieai  fashion.  It  has  come  from  a  desire  to  write  in 
plain  English  instead  of  legalese:"  ..   

The  FDA  chief  counsel,  Thomas  Scarlett,  was  brought  to  the  FDA  by  Hutt. 

But  Scarlett  couid  not  be  interviewed  for  this  article  By  orr|pr;>f  the  secretary  of 
the  Deportment  of  Health  and  Human  Services,  the  deparjtmejit  s  gcherai  jounseTs 
office  is  rib  longer  open  to  public  scrutiny.  It  is  closed  to  the  press. 


Under  Reagan,  the  FDA  Sides  With  Industry— Part  4 

"One  of  the  basicjprihciples  of  regulatory  reform  is  trust  in  the  integrity  of  the 
private  sector  .  .  ."TChief  counsel,  U.S.  Food  and  Drug  Administration,  1982. 
..."This,  ad  ministration  has  confused  regulatory  reform  with  no  regulation."— Drug 
industry  lawyer,  1983. 

(By  Judy  Grande) 

Washington.— The  U.S.  Food  arid  Drug  Administration,  waving  the  Reagan 
banner  of  deregulation, J;as  been  steadily  dismantling  public  safety  programs  that 
have  been  years ,  even  decades,  in  the  making. 

Whether  sa nctioning  the  use  of  6 rugs  with  known,  hea i th_ risks,  or _cu tti ng  down 
inspection  staVf,  the  Reagan-aP  repeatedly  sided  with  in- 

dustj^  insteadlof. consumers  on  a  variety  ofheath  issues, 

These  actions  come  whihi  opinion  polls  show  interest  in  health  and  medicine  at 
all-time  highs. 

A  few  examples: 

The  FDA  has  cut  in  half  enforcement  actions,  including  seizures  arid  recalls  of 
adulterated  foods  and  drugs.  The  inspection  staff  has  been  reduced  by  2A  percent, 
from  1,483  in  1978  to  903  in  1982. 

The  FDA  has  proposed  strea.mjihingihe  approval  of  new drugs .to i  get ^  them  on  the 
market  faster.  Opponents  say  this  exposes  patients  and  drug  experiment  volunteers 
to  added  health  risks.  _ 

The  FDA  _shut  .down  Jts  antibiotics  Jaboratory,  which  tested  batches  of  pills  for 
qualitv  and  potency,  The  FDA  is  now  leaving  those  judgments  to  the  firms. 

The  FDA  scuttled  a  program  that  would  have  required  manufacturers  of  certain 
hazardous  drugs  to  supply  informational  leaflets  with  prescriptions. 

"The  message  is  out.  The  Reagan  adriiiriistratidiv4s  riot  orifbrcirig  4he  food  arid 
drug  laws,"  said  Dr.  Sidney  Wolfe,  director  of  the  Health  Research  Group,  a  cori- 
sumer  health  organ izati on  founded  by  Ralph  Nader. 

-  The  FDA  has  neve  r  been  a  m odel  agency,  but  it  is  sign jfrcantly  worse  unde r 
Reagan,  said  Wolfe.  "There  is  an  unprecedented  number  of  instances  of  deferring  to 
industry."       

Since  1981,  when  President  Reagan  appointed  Jbrmer_Sem  JBicbard  JSchweicker, 
sec_retary_of  Health  andJlunmn  Services  JHHSi, _tbe  agency  has  backed  away  from 
hardline regulatory  .enforcement.  Lt  strongly  stressed  instead  the  need  for  voluntary 
compliance,  which  gives  firms  an  opportunity  to  correct  deficiencies  on  a  voluntary 
basis;  _   

An  April  1983  report  by  the  U,S.  General  Accounting  Office  fGAO)  criticized  this 
fOi  rii  of  regulation,  saying  the  FDA  does  riot  know  tb-what  extent  vdluritary  compli- 
ance is  working.  In  three  of  the  four  cities  where  G AO  reviewed  inspect  sns,  no 
evidence  was  found  in  oyer  half  the  cases  to  indicate-that  investigators  had  Followed 
up-bri  previously  identified  violations  of  the  law  and  FDA  regulations." 

Commissioner  Dr.  Arthur  Hull  Hayes, ,  Jr.,  appointed  by  Schweicker  to  head  the 

FDA,  disagrees  strongly  that  formal  enforcement  actions. are _the_ only  way  tQjjP-  

__  "I  th i n k  it  is  as  fall  acjous  to  decide  _i f  we  are  uphold li_ng_the_FQQdI  Drug  _and .Cos- 
metic Actby ;  the.  numb_er_of  5nforcement_actions  as  it_is_  to  decide  if  it  is  safe  to  walk 
in  Washington  by  the  number  of  tickets  given  out,"  aaid  Hayes^ 

"I  think  one  should  also  go  out  in  the  streets  and  look:  Are  there  people  that  are 
sick  out  there,  that  are  not  being  served?  Are  there  drugs  oat  there  that  are  helping 
people?   

"It  seeins  to  rrie  the  test  of  whether  the  agericy  is  dbirig  its  job  is  how  well  the 
publics i  being  served.  How  well  it  is  being  protected." 

Wolfe  arid  others  say  not  very  well. 

Among  other  examples,  Wolfe  points  to  the  withdrawal  of  an  HHS  plan  to  put 
warning  labels  on  aspirin  bottles i  th^t  use  by  children  ^ 

an  ailment  that  strikes  suddenly,  causing  vomiting  and  fever  and,  in  some  cases, 
death. 
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-There  is  reason  to  doubt  the  reliability  of  the  private  sector,  despite  the  belief  of 
FDA  counsel  Thomas  Scarlett  that  ".  .  .  in  most  instances  it  can  be  relied  on  to 
safeguard  t he  i n te rest  of  cons u me  rs . "  

In  19K0,  the  FDA  examined  7,1  IS  domestically  manufactured  drugs  and  found  vio- 
lations of  quality  or  labeling  in  1,153  of  them;  In  1982,  6,410  samples  were  examined 
and  violations  were  found  in  I,0(>1;  ...  _..  .  . 

Problems  with  imports  arc  far  greater,  with  us  many  as  TO  percent  of  the  drugs 
tested  failing  to  meet  U.S.  standards. 

Some  violations  have,  in  the  FDA's  judgment,  warranted  criminal  Investigation. 
I;  1980,  the  FDA  banned  a  Smith  Kline  Corp.  anti-hypertension  drug  because  60 
deaths  wcre_  a_ssociated  wjth  its  use.  It  was  later  discovered  the  company  may  have 
suppressed  data  on  liver  damage. 

It  is  also  investigating  whether  Eli  Lilly  &  Co:  withheld  information  bri  deaths 
associated  with  the  Use  oTOraflex. 

"This  administration  has  confused  regulatory  reform  with  no  regulation,"  said 
William  Vodra,  who  worked  in  the  FDA  counsel's  office  in  the  late  70s.  He  now 
works i  for  the i  jaw  firm  of  Arnold  &_  Porteri  and  represents  many  drug  companies. 

"The  drop.  in.  enforcement  is  being  perceived  by  the  drug  industry  as  ordered  by 
Reagan.  What  can  happen  is  they  start  taking  bigger  gambles.  They,  after  all,  might 
not  get  caught"'  . 

Though  the  FDA  denies  it  has  ordered  a  slowdown  in  enforcement  activities,  it  is 
the  perception  that  counts,  said  Vbdra. 

"The  FDA  is  a  mature  agency .  lt_ can  read  ejection  results Las_wej_i  as  anybody  else. 
Nobody  has  to  tell  t hem  Ronald,  Reaga n  wan ts^  less  regu lation.  If  Ted  Ken  nedy  is 
ejected  in  19K4,  you  don't  have  to  send  Telexes  (teletyped  reports)  to  the  fields  to 
start  enforcing;" 

Another  major  concern  of  consumer  groups,  including  the  American  Public 
Health  Association,  is  the  plan  to  streamline  the  drug  approval  process. 

These  recent \y  proposed  regulations  would  reduce  reporting  requirements  on  drug 
studies,  accept  foreign  data  as_  a.  sole_ba_s_is  of  appxo_vaj_o_f_a  irug^  tighten  time,  fra mes 
for.agency-review  of  new  drug  applications  and  give  much  greater  freedom  to  physi- 
cians who  test  drugs  during  the  early  phases  of  human  research: 

"Rather  than  the  approval  of  hew  drugs,  we  believe  the  FDA  resources  should  be 
directed  toward  removing  ineffective  prescription  drugs  from  the  market,  and  ex  pe- 
ri4 it i rig  the  i ntermi nable  over-the-counter  drug  review,"  the  American  Public  Health 

Association  wrote  to  Schweiker  in  February,  just  before  he  left  government.  

_  SchweLker,  however,  _cons_ide_re_d  these  regulations,  to  be  the  most  significant 
reform  in  the  drug  laws  since  the  1960s,  They  were  among  his  last  official  efforts: 

The  pharmaceutical  industry  has  sought  such  reform  for  years,  but  its  spokesmen 
say  the  FDA  has  riot  gone  far  enough  toward  relieving  industry  of  the  financial  arid 
regulatory  burden  of  developing  new  drugs. 

The  industry  says  it  costs  $70  million  to  develop  a  new  drug  and  takes  about  three 
years  for  the. FDA. to  approve  it.     

A  November.  1  981  G AO  .report,  however,  estimated,  average  approval  time  by  FDA 
was  down  to  about  11  months  for  important  drugs  (those  offering  breakthroughs  in 
treatment)  from  17  months  in  1977: ... 

In  addition,  drugs  that  offer  significant  therapeutic  advances  have  been  bri  a  fast- 
track  approval  systerii  for  some  time,  negating  the  industry's  position  that  impor: 
t  a  nt  drugs  a  re  being  kept  off  t  he  market. 

Accutane,  Hof f m  an-LaRochels  ad  va  n  ce  ]  n  the  jrea  t  men  t  _ofa_cj ne^  was  a  p  proved  so 
quickly  earlier! his  ^ 

Of  27  new  drugs  submitted  for  approval  in  1981,  only  two  were  classified  by  the 
FDA  as  providing  important  therapeutic  gains  and  11  as  modest  therapeutic  gains. 
More  than  half  the  time  was  -spent  reviewing  applications  for  drugs  the  FDA  consid- 
ered bf4ittle  or  rib  therapeutic  gain. 

The  FDA  has  made  drug  app roval  a  priority.  It  has  reduced  staff  in  other  divi- 
sions, such  as  inspections,  while  keeping  the  drug  evaluation  division ..stable,  In 
1984,  the  FDA  plans  jo  reAUocate  35  staff  years  and  $1.2  million  from  "lower  prior- 
ity activities' '_ to  ihe  n^w  drug^  division.  

The  acceptance  of  foreign  studies  as  proof  of  a  drug's  safety  and  efficacy  is  also  a 
concern  to  health  groups  because  the  FDA  has  no  authority  to  monitor  studies  in 
other  countries.  Timolol,  a  drug  for  high  blood  pressure,  was  approved  recently  bri 
the  basis  of  a  Norwegian  study. 

Robert  Temple,  acting  director  of  New  Drug  Evalliatibri  for  the  FDA,  agreed  there 
are  legitimate  concerns  about  using  foreign  data,  but  added  that  the  new  regulation 
only  says  the  FDA  may  accept  it. 
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Haves  said  the  FDA  is  developing  a  .drug  approval  policy  that  "assures  safety  and 
efficacy  by  today  s  standards  bat  allows. us  to  do  thal.in  a_wel_l-or_dered  way  so  that 
safe  and  effective  drugs  are  developed,  reviewed  and  approved  and  get  on  the 
market  to  patients  where  they  are  needed  as  quickly  as  possible." 

Hayes  also  plans  to  define  efficacy  for  the  first  time.  Under  the  1962  amendment 
to  the  Food,  Drug  and  Cosmetic  Act,  drugs  were  required  to  be  effective,  as  Well  as 
safe— but  Congress  did  not  define  efficacy.  

FDA  critics  fea_r_Hayes_is  going  to  lower  efficacy  standards. 

Reagan,  during  his  campaign_in  1980,  backed  repeal  of  the  efficacy  requirement,  a 
step  even  drag  companies  opposed.     .  .     s  

Blit  Hayes  said  he  is  not  attempting  to  reduce  the  standard,  only  provide  a  work- 
ing definition  for  the  FDA.    — 

Some,  however,  say  it  is  too  late.  Rep.  L,  H.  Fountain,  D-N.C:,  before  he  retired 
from  Congress  last  year,  cited  the  approval  of  Felderie  as  an  example  of  lessening 
efficacy_requirements.  _  -  _  

Feldene  is  non-steroidal  drug  for  arthritis,  which  the  FDA  said  is  no  more  effec- 
tive than  aspirin  and  ra ay  ha ve.addj t ional  side  e ffects._ 

-  But  Temple,  who  has  the  final  say  on  alLdrug  approvals^ said,  "The  law  is  clear. 
YbU  have  to  prove  a  drug  is  effective  for  its  purpose.  It  does  not  say  it  has  to  be 
better  It  can  even  be  worse," 

These  are  but  a  few  of  the  changes  brought  about  by  the  Reagan  FDA,  most  of 
which  were  recommended  by  the  drug  industry.  The  changes  are  not  cost-saving 
measures  made  by  a  financially  strapped  federal  agency.  Instead,  they  save  money 
for  one.of  the_  _wpr_ldLs_most_ prontablejndu.s^ries.   ...   t    

Sh at t i ng  d ow n  the  a nti biutics  lest] ng  lab  is  one  example,  Most  of  its  cost  was  paid 
for  by  the  drag  manufacturers,  not  the  FDA.  The  manufacturers  expect  to  save  sev- 
eral millions  of  dollars.   ;  _  

The  pilot  program  to  give  out  information  leaflets  to  patients  on  drug  side  effects 
also  saved  the  government  riothihg^It  was  eliminated,  despite  a  1982  survey  by  Chil- 
ton Re  -arch  Inc.  in  which  nearly  70  percent  of  consumers  surveyed  said  they  were 
not  told  about  precautions  and  possible  drug  side  effects  by  their  doctors.  - 

But  drug  industrialists  and  pharmacists  strongly  objected  to  the  proposed  patient 
package  insert  program,  saying  it  would  be  too  costly:  for the  manufacturer,  too  time 
consuming  for  the  pharmacist  and  too  frightening  for  the.patient  

The  FDA  commissioner  bought  that  argument  and  said  a  _citzens  group  should 
handle  the  task  of  better  informing  consumers.  Thus,  the  National  Council  on  Pa- 
tient Information  and  Education  was  formed. 

Its  first  major  effort  was  to  enclose  a  message  on  the  proper  use  of  prescription 
medicine  with  the  July  1  checks  to  the  nation's  36  million  Social  Security  recipients. 

Who  paid  for  the  printing  and  mailing? 

The  taxpayer; 


FDA  Is  Dwarf  Against  Giant  Drug  Industry—Part  5 
(By  Judy  Grande) 

Washington.— The  pharmaceutical  industry  spends  $2  billion  a  year  to  promote 
Its  drugs.  The  U.S.  Food  and  Drug  Administration  spends  about  $1  million  to  make 
sure_the  promotion  is  truthful.  _____  .  . 

Pharaceutical  firms  place  20,000  advertisements  in  medical  journals  each  year. 
The  FDA  has  time  to  scrutinize  only  500  of  them.  -  .„ 

Pharmaceutical  firms  in  1981_sp_e_nt_$63Q__mLllion  on  sales  agents  who  hawk  pills 
to  physicians.  That  is  nearly  twice  the  size  of  the  entire  FDA  budget.  ___ 

The  FDA,  the  only  federal  agency  mandated  to  .protect  _the_public  from  unsafe 
drugs,  is  a  regulatory  dwarf  amid  pharmaceutical  giants— outspent,  out  numbered, 
and  often  outmaneuvered  by  the  industry  it  is  supposed  to  control.         __  _  ___ 

The  division  of  drug  advertising  and  labeling  is  particularly  hard  pressed,  with  its 
cadre  of  five  scientists  who  try  to  review  the  advertising  and  promotional  campaigns 
of  more  than  150  pharmaceutical  firms.  ... 

The  task  become_more  difficult  each  year  as  companies  find  new  ways  to  peddle 
their  products— from  lectures,  slide  shows  and  seminars  to  telephone  conferences, 
video  sessions  and  home  computers.     _: 

Competition  in  the  drug  industry  is  fiercer  every  day  as  more  and  more  products 
come  on  the  marketplace.  In  1981,  consumers  spent  $14.2  billion  on  prescription 
drugs,  an  increase  of  12  percent  from  the  year  before.  Last  year,  1.5  billion  prescrip- 
tions were  filled. 
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.  With  the  heightened  competition  comes  an  ever-increasing  bending  of  the  rules, 
said  Lloyd  G:  Millstein,  Ph;D;  acting  director  of  the  FDA's  drug  advertising  arid  la- 
beling division. 

Making  Millstein's  task  as  industry  watchdog  more  difficult  is  the  FDA's  after- 
the-fact  role.  It  cannot  pre-clear  ads.  It  can  only  act  if  promotions  are  misleading  or 
untruthful.  

They  sometimes  .are,  

From  October  1982  through  February  1983,  the  FDA  skimmed  over  8,000  ads  arid 
3,000  promotional  pieces.  Of  those,  300  were  monitored  in  depth. 

The  result:  170  regulatory  actibris,  rarigirig  from  minor  to  serious  violations,  and 
85^ids  and  promotional  pieces  canceled. 

Some  are  resol ved  quickly  by  agreem e n t  with  the  firms,  said  Millstein,  who 
worked  fo-the_d  rug  industry  for :20_yea_rs. Othersjake  more  time. 
__  It  Jpoi  sLx  months  ior_ the  FDA  to  settle  a  dispute  over  Pfizer  Inc:'s  promotional 
campaign  for  an  angina  drug  called  Procardia. 

The  FDA  called  the  promotions  false  and  misleading,  "based  bri  untruths,  partial 
truths  and  omitted  information"  arid  said  it  increased  the  risk  of  serious  adverse 
reactions  to  patients. 

Th  e  FDA  concluded  that  side  effects  _w_e_ re  __un.de rsta  ted,  be  nefi  ts_  we  re  overstated , 
and  it  was  advertised  for  a use ior_ which _theiJTiig_was  not  approved. 
_  "This  misleading  campaign  comes  at  the  particularly  crucial  time  of  first  intro- 
duction of  nifedipine  (the  generic  name  of  Procardia)  to  many  American  physicians 
who  are  not  yet  familiar  with-4;he  important  precautions  they  heed  to  know  in  order 
tb4ise  the  drug  safely,''  the  FDA  wrote  Pfizer. 

The  violations  we  re  d iscc ye red  i  n  Ap  r  il  1982.  It  wassix  m on th  s  j>efore_Pf]zer_se  n  t 
a  Jet  te  r  to  doc  tors  stipulati  rig the  F_D  A 's  _objec tip  ns  _and  _cor  recti _n&  _i  ts_  promotio  n  of 
Procardia..  The_F_DA  said  it  had  no  way  of  estimating  how  many  patients  were  put 
at  risk  in  the  interim.  _ 

The  FDA  lacks  authority  in  another  important  area— the  distribution  of  press  r^ 
leases. 

"We  don't  regulate  press  kits.  It's  against  the  First  Amendment,  unless  it  is  used 
for  promotion , "  sai  d  _Mil  Is  tei  n ._  "  As_l  p  ng  as  i  t  is  not  jai_se  .and  mislead  i  ng  the  re  _  is 
nothing .we  cando," But  more j*nd  Jnore.  press  releases  to  announce  new  drugs  have 
the  effect  of  promotion^  as  opposed  to  news. 

When  Eli  Lilly  &  Co.  introduced  its  new  anti-inflammatory  arthritis  drug,  Ora> 
flex,  last  spring*  more  than  6,500  press  kits  were  sent  but  touting  the  new  drug  and 
its- possible  re vblutioriary  ability  to  regress  arthritic  disease. 

It  sold  a  halfmilliori  prescriptions  jn  its  first  12  weeksA 

Bu t  there  was  not  e vide n ce  tha t.Oraflex  would  treat  the_d iseasi  

_  _The  FDA  _3ent_out_a_sP>cajjed  regulatory,  letter  _to  stop  the  promotion.  By  that 
time,  Oraflex  had  been  pulled  off  the  market  because  of  more  than  70  deaths  associ- 
ated with  its  use  here  and  in  Great  Britain: 

It  takes  months,  often  years,  for  the  agency  to  take  any  regulatory  action,  unless 
there  is  an  obvious ;  jmrilirierit  hazard. 

With  Oraflex,  the  dea ths  were  not  immediately  known  by  the  FDA.  The  regula- 
tory letter  was  aimed  only  at  the  false  claims  about  hal ti ng_t_hel disease-  

__Bu_t_because  o_f_  those l  cUi_m_s,_Miiistein  said,  "it  sells  that  many  more  prescriptions 
and  that  many  more  people  die." 

A  similar  promotion  problem  occurred  with  Feldene,  also  approved  last  year  for 
relief  of  arthritic  pain . 

The  FDA  told  Pfizer,  Felderie's  manufacturer,  that  its  press  kit  was  misleading, 
saying  it  falsely  claimed  Feldene  was  superior  to  aspirin,  and  that  it  may  have  a 

beneficial  effect  on  the  disease _prpcess.   

_  Jlln  light  o_f_ the  complaints  made Jby  you r_ company  concern i ng  the  press  Release 
and  subsequent  publicity  concerning  a  competing  product  lOraflex),  we  find  the  in- 
formation contained  in  your  press  release  surprising,"  the  FDA  wrote  to  Pfizer: 

The  FDA  tries  to  monitor  numerous  other  areas,  including  telecb  rife  re  rice  arid 
Video  sessions,  where  groups  of  jmysiciaris  sit  down  together  to  discuss  a  particular 
product  used  in  their  medical  specialty. 

This  poses  another  problem for  an i  already  overworked  division:  how  to  keep  track 

of  every call  made  pr  tapesent by  .industry  to  doctors.  

One  probiem_wjth_the_Pfizer  promotion  _of  Procardia  dealt  with  a  videotape  fea- 
tu ring:  five. prominent  cardiologists  discussing  uses  of  the  drug. 

Despite  the  severity  of  the  disease  for  which  the  drug  is  intended,  the  videotape 
contained  no  precautionary  information,^such  as  the  drug's  ability  to  cause  "pro- 
found hypertension,' '  the  FDA  wrote  to  Pfizer. 
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ln_ additional!  Harvard  Medical  School L.cardiplogist  suggested  Procardia  was  useful 
for beart_attac_k .patientsiLa_claim_nQt  approved  by  j,he  FDA-      . 

The  Pharmaceutical  Manufacturers  Association  (PItfA),  which  represents  145 
firms,  says  the  purpose  of  advertisements  and  other  promotional  efforts  is  to  provide 
physicians  with  information  after  the  need  for  a  product  has  been  determined,  hot 
to  promote  use  when  rib  need  exists. 

The  PMA  has  a  code  of  marketi ng  practices  pledgi itg  members  to  ' 'provide  fu  1 1 
scientific  informatipn  with  scrupulous  tr_uth_in  all  matters/'  

The  PMA  says_  it  _has_ reason,  to  .comply  _ with,  the .FDA's  regulations  because  its 
products  are  subject  to  seizure  if  they  disobey  the  law. ..   

FDA  records  show,,  however,  that  at  least  a  third  of  ttae  nearly  500  seizure  actions 
approved  from i  1979- 1981  -resulted  in  no (  products  seized. 

This  stems  from  the  FDA's  inability  to  detain  dru^s  produced  in  the  United 
States.  A  recent re^rt  by  ta^  Office i  said I  that  by  the  time 
the  FDA  got  approval _from  its  couns_er_s_office  to  seize  the  products,  drugs  found  to 
be  in  violation  were  already  shipped  to  the  public. 

Amid  these  difficulties,  there  is  perhaps  a  larger  problem  looming; 

Many  pharmaceutical  firms  are  taking  their  campaigns  directly  to  the  consum- 
er—through  television  arid  riiagaziries\ — 

Realizing  the  potential  for  trouble,  FDA  Corrimissibrier  Dr. Arthur  Hull  Hayes,  Jr. 
has  asked  fo r  a  m o rato riu m_U  n tU  the  FDA  has  a  cha nee  to  study  the  issue . 

The  FDA  will  _test .consumer  reaction  in [  four  cities— Cleveland*  Buffalo,  New  Or- 
leans and  Seattle.  Volunteers  will  view  simulated  TV  ads  for  prescription  drugs  or 
read  magazine  ads,  and  then  fill  oat  questionnaires. 

At  a  recent  public  meeting  of  health  professionals,  Ciba-Geigy  Inc.  presented  to 
Hayes  a  riiock  TV  ad  for  Constant  T,  a  drug  for  bronchial  asthma.  "It  can  help  you 
forget  abpu  t _ breat hi i  ng,  so  you  ca n  start  I iy i  ng"  said  th e  wpice  on  the  TV  set.  

This,  infor maj_  approach.  is_fa_m iliar  _to  consumers  _of jDver-the^coy^ter  drug. products 
that  come  under  the  jurisdiction  of  the  Federal  Trade  Commission.  But  prescription 
drugs  carry  more  serious  side  effects;  

"When  Congress  wrbte^the  law  (in  1962)  it  assumed  advertisements Would  only  be 
directed  to  the  doctors.  They  never  thought  otherwise/^  said  MiUsteiri.  "Now  Cbri: 
gress  is  i  n  a  posi [tip n  to  a nswer  i  nd  ust ry 's  ques ti on:  'Whjr  can ' t  we?'  " 

Hay_es_said_  fu jidam ental. gues tio ns  _have_  to_be _answere<Lbejfp re  a  decision, is  made, 
"What  is  the  advertising  for?  Who  will  it  serve?  What  is  its  purpose?  Who  will  it 
help?  And  who  will  it  hurt?" 

The  FDA  approved,- on  a  trial  basis,  direct  advertising:  on  Cable  Health  Network, 
a  riaUbriwide^abla  TV  service.  It  began  last  month. 

.Toe  Boyd,  Ciba-Geigy's  director  of  public  relations,  saLd  the  industry's  interest  in 
direct  advertising to _cpnsumers  stems  from  the  public's  desire  to  take  a  more  ag- 
gressive role  in  health  care.  __  _  _    

Advertising  in  the  mass  media,  instead  of  in  medical  journals  alone,  should  bene- 
fit consumers  by  making  them  aware  of  different  therapies  available,  said  Boyd. 

It  would  also  make  them  aware  of  products  that  benefit  the  companies  materially; 

Ciba:Geigy,  however,  has  made  rib  firm  decision  yet  oji  direct-to-cbrisurrier  adver- 
tising. 

_  The re_  has  jbeen  a  jb  reach  of  the  vol  u  n  tary  _mp  rato  riu  rn  by  _a_Bri  t  ishnown  ed  com  pa- 
ny,  Boots  Pharmaceuticals  inc.,  which  is  advertising  its  arthritis  drug,  Rufen,  in 
Florida.  .  .  . 

-  Boots  is  running  a  TV  commercial  stating  that  Rafen  is  cheaper  than  Upjohn's 
Motrin,  the  identical  drug.  Boots  has  also  taken  but  ads  for  Rufen  in  several  Tampa 
area  newspapers^ 

Upjohn  has  filed  a  com  plaint  against  Boots,  which  the  FDA  is  rev[e  wi  ng. 

nfhey_are  flouting  the  moratom   

But  consu  mer  ad ver tisi  ng  seems,  to.  pay  off  Last  year,  Boots  .advertised  _a  $  i .  50 
rebate  with  Rufen  prescriptions  and  received  l9^G0d_  j-ebate  coupons  within  14 
months.  It  has  captured  8  percent  of  the  market  for  that  type  of  drug; 

Health  professionals  are  Wbrriedr  however.  Some  say  it  will  lead  to  overuse  and 
addiction.  Many  say  consumers  will  riot  be  able  to  uride^rstarid  the  risks  associated 
with  the  drugs.  _    _  __ 

_the i  Ajnerican  Association  and  several  consumer  health 

groups  areJflatiyojjposed  toiirect  advertising.  ..... 

Even  some__companies_  are_  concerned..  ^.representative  of  Merck,  .Sharp  and 
Dohme  said  its  concern  is  that  some  health  decisions  cau^only  be  made  by  qualified 
professionals.  If  the  concept  is  approved,  -  the  Merck  Sfiokesrnan  said,  companies 
should  Voluntarily  preclear  ads  with  the  FDA: 
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Doctors  have  not  responded  favorably  to  the  idea  yet,  either.  Surveys  have  shown 
that  70  percent  oppose  consumer  advertising  because  it  may  put  undue  pressure  on 
them  to  prescribe  a  certain  heavily  advertised  drug.  But  the  American  Medical  As- 
sociation has  not  yet  taken  an  official  position,  saying  it  is  still  studying  the  issue. 

Former  Sen .  Gay  lord  Nelson,  who  held  many  hearings,  on  the  pharmaceutical  i  n- 
duftry  in  the 1970s,  is ^  npi  watering.  JThere  would  b^  tremendous  pressure  on  phy- 
sicians..if  direct _a_d_vertising  to  consumers  is  permitted.  And  what  is  the  purpose  of 
it?  The  only  conceivable  purpose  is  to  expand  the  unncessary  use  of  prescription 
drugs;  It's  an  open  invitation  to  the  drug  industry  to  really  corrupt  the  public. 

"If  the  American  medical  profession  is  worth  a  damn  it  ought  to  be  up  in  arms 
about  this.  If  the  FDA  and  the- AM  A  don't  come  but  strongly  against  this,  they're 
selling  but  to  special  interests.  That's  all  there  is  to  it." 


Druo  Industry  Wields  Powerful  Political  Clout— Part  6 
(By  Judy  Grande) 

Washinoton. —Former  Sen,  Gaylord  Nelson  of  Wisconsin  tried  for  eight  years  to 
sever  the  ties  between  the  drag  industry  and  the  doctors  hired  to  test  drugs  before 
they  get  on  the  market:  - 

Nelson,  a  popular,  respected  Senate  Democrat,  could  not  persuade  his  fellow  sena- 
tors to  break  up  what  he  said  was  an  unwholesome  relationship  between  drug 
makers  and  drug  testers.  His  bill  never  even  got  a  hearing.  

Nelson  got  plenty  for  his  troubles,  though.  Drug  firms  contributed  $4,750  to  the 
campaign  of  Rep.  Robert. Hasten,,  who  defeated  Nelson  in  1980.  Nelson  got  no  drug 
company  money.  This  year,  Hasten  proposed  a  product  liability  bill  that  has  the 
drutf  industry's  enthusiastic  endorsement: 

The  pattern  is  familiar.  Recently,  Congress  has  done  Jittle  to  protect  the  public 
from  Unsafe  drugs,  but  quite  a  lot  to  protect  the  pharmaceutical  industry. 

Despite  repeated  attempts,  rib  major  drug  reform  bill  has  been  pass_ed^ince_i962, 
when  the  late  Sen.  Estes  Kefauver  of  Tennessee  sjiccesAfulJ^fought_for_amendmejits 
requiring  drugs  to  be  effective  as  well  as  safe.  Since  that  time,  Congress  has  repeat- 
edly failed  to  reform  the  nation's  drug  laws  and  give  the  U.S.  Food  and  Drug  Ad- 
ministration (FDA)  greater  power  to  enforce  those  laws. 

Among  the  failed  attempts: 
t  Congress  did  not  pass  a  1976  bill  that  would  have  placed  restrictions  bh  promo- 
tions by  drug  sales  agents  and  a  ban  on  gifts  and  samples  to  physicians. 

Congress  rejected  in  1979  legislation  requ iri ng  drug  fir ms  to  conduct  post-mar ket- 
i rig  and  scientific  investigations  of  app  roved _d r ugs  and.  would,  increase  the_ PDA's 
authority  to  impose  civil  penalties.  The_ same Jbill  would  have  given  the  FDA  subpoe- 
na power  and_aiithority  to  order  drug  firms  not  to  distribute  questionable  drugs. 
Bills  seeking  this  detention  authority  were  submitted  in  each  Congress  from  1974  to 
1980.    .  ...  .... 

Congress  never  even  considered  a  1980  bill  that  would  have  required  the  dissemi- 
nation of  infomation  on  the  risks  of  drugs  on  pregnant  women. 

Congress  has,  however,  several  times  iri  recent  years  granted  tax  credits  and  in- 
cerit j ves  to  an  industry  that  is  al ready  o ne  of  the  m ost  profitable,  and  last  yea r 
failed  by  only  five  votes  to  extend  by  as  much  as  seven  years  the  17-year  patent 
rights jm  drugs. 

_  Ph a rmaceuticaj  company  supporters  have  also  attempted,  though  unsuccessfully 
so  far,  to  repeal  Kefauver's  drug  efficacy  requirements. 

This  year,  even  before  the  98th  Congress was i-i ri  full  gear,  drlig  Gorripariy  lobbyists 
Were  back  swarming  on  Capitol  Hill,  trying  to  find  new  sponsors  for  the  patent  bill 
arid  others  that  would  add  to  the  firms'  already  impressive  bottom  line.  And  as  in 
years  past,  members  of  the  House  and  Senate  responded  quickly  to  the  call  of  the 
companies  that  contributed  more  than  $750,000  to  the  1982  congressional  cam- 
paigns.      _ 

__Sen,_Charles  McC.  Mathias  Jr,,  R-Md.,  has  reintroduced  the  patent  bill  and  has 
held  the_  first  of  two  hearings  before  a  Senate  Judiciary  subcommittee.   

The  Mathias  bill,  which  breezed  through  the  Senate  by  voice  Vote  iri  1981,  would 
allow  seven  years  of  additional  pateritprbtectibri  for  riiariufacturers^whose  drugs  are 
subject  to  federal  regulatory  review.  Corripariies  contend  that  the  FDA  takes  so  long 
to  approve  new  drugs  that  patent  Jife  is  nearly  gone  before  a  drug  gets  on  the 
rriarket.  This  stifles  innovation  and  leads  to  decline  in  research,  they  say.  

Arid,  like  the  1981  bill,  it  applies  to  all  manufacturers  unde_rgoingj)re^marke_t_ap- 
proval  of  drugs.  The  House  version,  sponsored  last  year  by  the  liberal  Rep.  Robert 
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Kastenmeier,  D-Wisc,  was  not  retroactive;  It  applied  only  to  those  drugs  for  which 
patents  were  obtained  after  enactment  of  the  bill;  .—      -  ;_ 

"Lobbying  on  ihis  bill  (Kastenmeier^)  was  one  of  the  most  intense  I  ve  seen  in 
Congress.  It  seemed  everybody  had  a  personal  friend  working  for  one  of  the  Compa- 
nies," said  one  House  member  involved  in  its  narrow  defeat,  who  asked  not  to  be 

"The  drug  companies  are  quite  powerful.  It's  really  that  simple.  Aside  from  con- 
tributions, they  can  arrange  lots  of  speaking  engagements.  They  have  10  or  so  ex- 
ecutives sitting  in  a  room.  You  say  a  few  words  and  yoiLget  $_UQ00._'  

But  the  Kastenmeier  bill,  which,  because  it  was  broaght  up  under  a  auspension.of 
the  rules  needed  a  two-thirds  majority  of  the  House  to  pass,  fell  short  by  five  votes. 
This  yeanjie  stayed  away  from  the  bill.  _    .  . 

His  former  subcommittee  counsel,  Bruce  Lehman,  said  Kastenmeier  was  disgust- 
ed. Tremendous  personal  pressure,  was _put  on  him  by  the  opposition,  which  included 
the  generic  drug  industry,  consumer  groups  and  a  few  of  his  liberal  colleagues,  said 
Lehman.  "He  was  burned  oat:  He  wanted  to  spend  jnore  time  op  important  things. 

After  a  brief  search,  the  drug  makers  found  Rep.  Michael  L,  Synar,  D-Okla.,  a 
member  of  Kastenmeier's  subcommittee,  who  would  carry  their  flag,  He  is  drafting 
a  bill  said  to  be  almost  identical  to  the  Senate  version,  including  the  industry-sup- 
ported retroactivity.   ______    _-      -  

Besides  Nelson.Jthere  are  a  few  other  congressmen  who,  over  th&  years,  have 
taken  on  the  pharmaceutical  industry— Sen.  Edward  M.  Kennedy,  D-Mass.,  Rep. 
Albert  Gore.  D-Tenn.,  Rep.  L.  H.  ^Fountain,  D-N.C,  and  at  times,  Rep.  John  Dingell, 
D-Mich.,  arid  Sen.  Howard  M:  Metzenbaum*  D-Q,  

At  the  Mathias  patent  hearing  last  month,  Metzenbaum  argued  that  government 
regulations  to  insure  drug  safety  and  effectiveness  do  not  unfairly  eat  away  at 
patent  life  and  decrease  incentives  to  create  new  drugs.  - 

"The  pharmaceutical  makers  claim  fewer  and  fewer  drugs  are  being  approved.jts 
we  will  see,  this  is  hogwash,"  Metzenbaum  said.  "The  rate  of  drug  approvals  has 
gone  up,  not  down,  in  recent  years..  s   .;-  .  in  

"The  drug  companies  themselves  predict  that  their  market  will  triple  in  10  years 
to  a  total  of  $2irbillidn  in  annual  sales  worldwide.  Is  there  not  a  fantastic  spur  to 
innovate  in  itself?"  -   ^ 

But  behind  the  patent  bill,  which  opponents  argue  will  cost  consumers  more  by 
keeping  cheaper  generic  imitations  off  the  market,  is  the  Pharmaceutical  Manufac- 
turers Association,  which  last  year  spent  about  $200,000  for  Capitol  Hill  lobbying. 
The  PMA  has  also  hired  big_names  to  tout  its  cause,  with  the  leader  being  Peter 
Barton  Hutt,  a  respected  former  general  counsel  of  the  FDA,  who  represents  many 
major  drug  companies.      ...     .  .  .        ..  — 

The  industry  has  also  tied  itself  to  big-name  Democrats,  including  the  influential 
law  firm  Manatt,  Phelps,  Rothenberg  &  Tunney-Manatt  being:  Charles  Ma^att  na- 
tional chairman  of  the  Democratic  party.  The  firm  was  hired  to  lobby  on  behalf  of 

^Central  ^  is  the  issue  of  drug  lag— how  long  it  takes  the  FDA  to  ap- 
prove new  drugs,  fo r  ma r ke ti  ng,   ;   -  -    ■  -  , _    -  -  

Congess  became  deeply_involyed  in  that  issue  as  well  last  year,  forming  the  com- 
mission on  the  Federal  Drug  Approval  Process.  .........  -    _  .  ,  : 

But  the  commission  report,  a  consensus  document  of  volunteers  from  industry, 
academia  and  a  few  consumers,  was  little  more  than  an  industry  wish  list.  It  con- 
tained most  of  the  recommendations  industry  has  made  over  the  years  to  streamline 
the  drug  approval  process.  .   ....  ....... 

The  commission  was  funded  by  Project  Hope,  a  charitable .organizatjon  active  in 
health  care  overseas  and  in  health  issues  domestically.  Its  board  chairman  is  W.  H. 
Conzen,  former  chairman  of  Schering-Plough  Corp.,  a  New  Jersey-based  pharmaceu- 
tical manufacturer.  __  ._,    «       .    ».     ,  ~ 

The  pharmaceutical  web  becomes  more  tangled  when  considering  who  lined  up 
Project  Hope  to  fund  the  .commission— Jonah  ShacknaW  former  aide  to  Rep.  James 
Scheuer  of  New  York,  who  set  up  the  commission  with  Gore.    

Shacknai  has  since  left  government  to  open  his  own  law  firm  and  now  represents 
several  major  pharmaceutical  firms.     . 

Gore  a  leading  opponent  of  patent  extension,  challenged  some  of  the  commis- 
sion's work  but  did  not  interfere  with  the  report,  said  Thomas  Grumbly,  Gores 
former  staff  director.  -  ---  ---    -  .— .     -  ^ — .  Vn 

_  Grumbly  who  was  executive  assistant  to  former  FDA  Commissioner  Donald  Ken- 
nedy, said  the  public  did  not  pay  for  the  study,  except  printing  costs,  so  it  was  not 
appropriate  Sot  Gore  tojominate  the  commission.  : 

Congress  has  not  been  lax  in  one  area— holding  hearings. 
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.Dozens  of  hearings  have  questioned  why  particularly  dangerous  drugs  have  been 
approved  by  the  FDA  and  why  the  government's  safety  system  fails.  But  few  result 
in  significant  legislative  changes. 

Fountain,  who  retired  last  year,  pursued  the  hearing  format  and  was  responsible 
for  spme  administrate  FDA.  Hls  successor  as  chairman  of  a  govern- 

ment operations  subcommittee,  is  Rep.  Ted  Weiss,  D-N;Y.  He  appears  to  be  follow- 
ing Fountain's  footsteps,  having held  a  hearing  on  the  painkiller  Zbrriax,  recently 
withdrawn  from  the  market  because  of  fatal  allergic  reactions. 

Rep.  Mary  Rose  Oakar,  ETO,  of  Cleveland,  recently_held_  a  hearing_on  drugs  and 
the  elderly  that  was  highly  critical  of  the  FDA's  system  of  drug  protection. 

Oakar  said  she  was  pressured  by  colleagues,  as  well  as  the  pharmaceutical  indus- 
try, to  drop  her  hearings: 

Ms.  Dakar.  Thank  you,  Mr.  Chairman. 

Mr.  Pepper.  Thank  you  very  much,  Ms.  Dakar. 

My  Florida  colleague  now,  Mr.  Bilirakis. 

STATEMENT  OF  REPRESENTATIVE  MICHAEL  BILIRAKIS 

Mr.  Bilirakis.  Thank  you,  Mr.  Chairman^ 

I  too,  sir,  would  like  to  congratulate  you  for  calling  this  most  im- 
portant hearing,  and  to  commend  Ms.  Oakar  for  suggesting  it.  I 
would  also  like  to  commend  the  Thompson  Medical  (^..representa- 
tives for  appearing  and  being  willing  to  serve.  I  personally  was  dis- 
appointed when  we  recently  joined  with  the  Senate  to  hold  the 
hearing  on  the  misuse i  of  drugs,  and  the^pharmacy  companies  were 
not  represented.  I  thought  that  was  pretty  terrible,  and  I  was  very 
disappointed. 

So,  I  commend  Thompson  for  appearing. 

This  subject  matter  is  a  serious  concern  to  me,  as  I  represent  the 
fastest-growing  area  in  the  Nation  when  it  comes  to  senior  citizens. 
I  should  add  their  primary  concern  is  health  care,  of  course. 
_  _that this  hearing  will  prw^  lis  with  much  needed  infor- 
mation at  a  time  when  many  Americans  are  concerned  about  drugs 
that  they  can  purchase  over  the  counter,  not  only  for  the  efficacy 
of  the  product,  but  also  its  safety. 

Though  this  hearing  is  certainly  jjeared  in  another  direction  we, 
Mr.  Chairman,  must  not  forget  the  recent  tragic  events  that  have 
taken  place  with — I  sometimes  think — too  easily  available  over-the- 
counter  drugs. 

Health-related  professionals,  including  doctors,  nurses,  and  phar- 
macists— and  we  prepared  for  this  hearing  by  goings  to  the  grass- 
roots* by  contacting  personally  medical  doctors  and  pharmacists 
and  others  in  our  area  to  help  us  get  together  some  of  the  prob- 
lems— have  all  expressed  their  concerns  with  over-the-counter 
drugs.  They  expressed  concern  that  a  great  misuse  does  take  place 
as  many  of  our  citizens  do  not  bother,  as  Mr.  Regula  mentioned,  to 
read  the  instructions.  They  often  misunderstand  them  and  still 
others  cannot  read  or  comprehend  the  instructions. 

I  feel  that  I  should  also  mention  the  growing  concerns  of  many 
professionals  ^ver  nonprescription  drugs  being  sold  in  grocery 
stores,  self-service  operations,  and  even  hardware  stores.  These 
drugs  are  purchased  there  to  save  a  little  bit  of  money,  since  the 
price  of  prescription  drugs  is  often  too  expensive  for  a  limited 
budget  and  many  times  is  not  tax  deductible. 
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The  alternative  is  over-the-counter  drugs  which  are  not  always 
as  effective  and  often  do  riot  work  with  the  efficacy  that  prescribed 
medicine  usually  does. 

Mr.  Chairman,  I'd  like  to  bring  to  your  attention  and  to  the  at- 
tention of  the  listening  audience  a  survey  which  was  recently  con- 
ducted in  my  district  by  Operation  P. A.R.  [parental  awareness  and 
responsibility],  a  group  which  ordinarily  deals  with  the  misuse  of 
drugs  by  youth.  But  this  survey  clearly  indicated  more  than  50  per- 
cent of  the  elderly  persons,  those  60  and  older,  who  were  surveyed, 
were  taking  medicine  in  a  dangerous  manner.  According  to  the 
survey,  49  percent  of  the  survey  participants  use  over-the-counter 
drugs;  44.5  percent  of  them  use  them  with  prescribed  medications: 

Seventy-one  percent  never  or  only  sometimes  consulted  their 
physicians  when  using  over-the-counter  drugs. 

Mr.  Chairman,  I  could  continue  but  time  certainly  does  not  allow 
it.  Thus,  I  ask  your  unanimous  consent  that  the  entire  survey  be 
submitted  for  the  record,  and  I  commend  its  results  to  the  commit- 
tee.  

Thank  you,  Mr.  Chairman. 

Mr.  Pepper.  Without  objection,  it  will  be  received. 
ISee  app.  1,  p.  223  for  material  submitted  by  Representative  Bilir- 
akis.]  _ 
Mr.  Pepper.  Mr.  Lantos. 


STATEMENT  OF  REPRESENTATIVE  TOM  LANTOS 

Mr.  Lantos.  Thank  you  very  much,  Mr.  Chairman, 

First,  Mr.  Chairman,  it's  an  enormous  pleasure  for  me  to  com- 
mend you  for  your  unceasing  efforts  on  behalf  of  our  Nation's  el- 
derly. May  I  just  say,  parenthetically  and  privately,  that  I  saw  you 
at  10  o'clock  last  night  on  the  floor  of  the  House  when  we  conclud- 
ed the  MX  debate.  I  understand  you  were  up  at  5:30  this  morning 
to  appear  on  a  network  television  program.  If  you  will  just  tell  us 
what  OTC  medication  you  are  using,  I  think  we  11  all  be  way  ahead. 

Before  I  make  a  couple  of  comments  of  a  substantive  nature,  I 
want  to  apologize,  Mr.  Chairman,  that  I  am  to  give  a  brief  testimo- 
ny on  the  Senate  side  and  will  be  back  right  after  that.  

These  are  enormously  important  hearings,  and  I  view  my  respon- 
sibility as  a  professional  economist  of  putting  them  in  some  kind  of 
perspective.  They  are  analogous  to  hearings  relating  to  highway 
safety  or  airline  safety,  because  they  deal  with  human  tragedy.  To- 
morrow another  subcommittee  of  the  House  will  hold  hearings  on 
airline  safety  in  San  Francisco^  will  be  focusing  on  the  trag- 

edies that  occurred  during  the  last  few  years  with  respect  to  airline 
safety. 

Yet,  *t  the  same  time  we'll  be  focusing  on  the  fact  that  the  over- 
whelming bulk  of  Americans  who  use  air  transportation  have  open 
to  them  a  whole  new  arena  of  public  service  by  safely  and  comfort- 
ably and  relatively  inexpensively  using  a  means  of  transportation 
that,  in  a  different  generation,  was  just  dreamed  of. 

I  think  we  have  a  similar  problem  with  highway  safet£._  Fifty 
thousand  individuals  are  killed  on-  our  highways  each  year,  Mr: 
Chairman,  and  I  think  every  one  of  those  represents  an  enormous 
human  tragedy.  Yet,  we  are  not  talking  about  terminating  the  use 
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of  the  automobile.  What  we  talk  about  is  developing  safe  highways, 
safer  automobiles.,  better-trained  drivers. . 

And  I  believe  it's  criti_cal_  that  in  .dealing  with  over-th>coun 
medicines  we  differentiate  between  the  use  by  millions  of  Ameri- 
cans of  safe  and  effective  over-the-counter  medications  and  the  fly- 
by-night  companies  which  put  on  the  market  with  irresponsible  ad- 
vertising (1  serous  products  and  the  problems  that  are  created  by 
user  misuse,  abuse,  ignorance.     

I  was  intrigued  at  our  last  hearing,  Mr;  Chairman,  that  many  of 
the  problems  we  discovered  in  dealing  with  prescription  medica- 
tions are,  of  course,  applicable  to  over-the-counter  medications,  and 
they  are  generic  in  character;  For  instance,  taking  5  times,  10 
times,  100  times  the  prescribed  dose.  It  has  yet  to  be  explained  to 
me  how  there  is  a  difference  between  a  consumer  taking  an  over- 
dose of  a  prescription  medicine  and  the  consumer  taking  an  over- 
dose of  a  nonprescription  medicine. 

If  the  problem  is  more  effectively  designating- on  the  label  the 
proper  dosage,  this  is  a  generic  problem  which  I  think  is  equally 
applicable  to  both. 

I  was  very  much  impressed,  Mr:  Chairman,  by  the  problems  that 
stem  from  mixing  of  medications.  But  you  can  mix  prescription 
medicines  with  prescription  medicines,  over-the-counter  medicines 
with  other  over-the-counter  medicines.  You  can  cross-mix.  And  I 
think  the  problem,  again,  is  generic. 

J[will  be  very  much  interested  in  what  we  economists  call,  a  cost- 
benefit  analysis.  If,  in  fact,  there  are  x  number  of  individuals  who, 
in  fact,  suffered  by  taking  medications  or  abusing  medications, 
whether  it's  prescription  or  over-the-counter  drugs,  Fd  like  to  put 
that  in  the  statistical  framework  of  the  tens  of  millions  who  benefit 
from  this.     

In  your  opening  remarks,  Mr.  Chairman,  you  talked  about 
Contac.  Don't  take  away  my  Contac.  I  use  it  several  times  every 
year  when  I  have  a  cold  and  I  would  deeply  resent  having  to  go  to 
a  phvsician  to  obtain  Contac,  which  today  I  get  at  the  drug  counter 
at  Safe  way  arid  I  suspect  along  with  millions  of  other  Americans,  it 
gets  rid  of  my  cold  very  fast. 

Our  grandchildren  are  using  cough  medicines.  I  looked  at  the 
labels  of  those  cough  medicines  and  those  cough  medicines-contain 
PPA.  I  would  hate  to  see  that  cough  medicine  taken  away  from  my 
grandchildren  just  because  there  may  be  anecdotal  experience  of 
adverse  reaction  to  PPA  by  some.  But  Fm  really  suggesting,  Mr. 
Chairman,  that  we  have  got  to  conduct  our  investigation,  as  I  know 
you  intend  to,  in  a  broad  framework,  recognizing  that  if,  in  fact, 
tens  of  millions  of  Americans  like  myself  take  over-the-counter 
medications,  from  cold  medicines  to  diet  medications  to  cough 
medicines,  we  must  give  some  credit  ta  their  intelligence:  We  must 
give  some  credit  to  the  intelligence  of  the  parents  and  grandpar- 
ents who  allow  children  to  take  cough  medicines,  because  there 
clearly  are  no  adverse  side  effects.  If  there  were  we  would  stop 
doing  this.  And  because  the  benefits  are  self-evident.  

Finally,  Mr.  Chairman,  I  think  we  have  got  to  give  the  FDA  at 
least  the  degree  of  fairness  in  our  approach  to  them.  These  are 
honest  public  servants  who  are  likely  to  be  making  far  more  money 
in  the  private  sector,  who  have  chosen  to  dedicate  their  profession- 
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al  expertise  to  protecting  the  public  health,  and  to  suggest  that 
there  is  some  strange  conspiracy  between  the  FDA  and  other  ele- 
ments in  society  allowing  the  FDA  to  go  ahead_with  the  use  of 
unsafe  drugs  raises  some  serious  questions  in  my  mind. 
I  thank  the  Chair. 

Mr.  Pepper.  Well,  thank  you  for  your  very  informative  state- 
ment, Mr.  Lantos; 
Next,  Mr.  Daub. 

STATEMENT  OF  REPRESENTATIVE  HAL  DAUB 

Mr.  Daub.  Thpnk  you  very  much,  Mr.  Chairman.  I  will  be  brief. 

I'm  going  to  first  attempt,  because  I  have  such  great  respect  for 
our  chairman  arid  for  the  leadership  of  my  ranking  member,  Mr, 
Regula,  and  because  I  appreciate  the  innovative,  as  always,  and 
constructive,  efforts  that  my  good  friend,  Mary  Rose  Dakar,  makes, 
particularly  since  we  give  her  credit  for  this  hearing,  to  pronounce 
the  word  that  you've  all  been  hearing  a  description  of,  called  PPA. 
I  had  trouble  with  it  and  I  tried.  So,  I  thought  before  we  get  started 
with  our  panel,  who  has  been  so  patient,  that  I  would  attempt  to 
pronounce  that  word:  phenylpropanolamine.  Did  I  come  close  to 
pronouncing  it  correctly? 

But  now  you  may  know,  if  you  don't,  in  the  audience  what  we 
were  talking  abqut^nd  indeed,  I  hope 

1  too,  Mr^_Chairman,  am  very  concerned  about  insuring  the 
safety  and  efficacy  of  over-the-counter  drugs  such  as  PPA.  Howev- 
er, with  all  due  respectj  l  <iu^  that  can  be 
used  to  focu&  on  this  issue.  Bringing  up  extreme  casea  regarding 
adverse  reactions  from  the  use  of,  for  example,  PPA,  in  front  of  TV 
cameras  and  other _m edia,  can  be .misleading  and  Create  misleading 
impressions  when  dealing  with  this  area  of  -concern.  It  is  oin^xluty 
to  highlight  possible  dangers,  particularly  with  this  committee's  ju- 
risdiction, in  order  to  protect  our  senior  citizens.  But  we  must  take 
care  not  to  resort  to  scare  tactics  to  accomplish  this  and,  indeed,  if 
we're  not  careful,  we  could  engage  in  counter-productive  results. 

Such  scare  tactics  would  encourage  those  who  are  using  drugs 
safely  and  efficiently  and  effectively  for  more  important  purposes 
to  abandon  that  safe  and  appropriate  use.  This  type  of  matter  con- 
cerning the  safety  and  efficacy  of  drugs  should  be  dealt  with  in- a 
scientific  arena  during  an  oversight  hearing  with  experts  testify- 
ing. And  I'm  glad  to  see  that  some  of  these  experts  will  be  included 
in  the  hearing. 

Virtually  anything  taken  in  excess  will  have  negative  effects. 
PPA>_  too^  when  used  in  ways^  other  than  those  authorized  and/or 
written  in  terms  of  label  instructions,  could,  indeed,  he  dangerous. 
Appropriate  labeling  requirements  are  important  for  over-the- 
counter  drugs,  and  Pm  glad  to  see  that  this  subcommittee  will  have 
the  opportunity  to  review  current  labeling  on  the  0133  drugs. 

In  addition,  it  is  important  to  insure  that  the  Food  and  Drug  Ad- 
ministration is  not  lax  with  respect  to  its  duty  of  insuring  that  the 
safety  and  efficacy  of  drugs  be  maintained  for  our  citizenry  at 
large. 

Regarding  PPA;  the  FDA  approved  this  drug  as  safe  and  effec- 
tive after  4  years  of  reviewing  the  literature  and  the  data  on  the 


31 


drug.  They  approved  it  pending  further  study,  and  I  think  the 
record  should  show  that,  and  they  have  since  that  time  asked  for 
new  research  on  aspects  of  the  drug  that  are  being  questioned.  This 
is  an  important  issup  for  our  eJderTy .population.  A^ypu'ye, already 
heard,  of  the  noninstitutionalized  elderly,  70  percent  use  over-the- 
counter  drugs  compared  to  only  10  percent  of  bur  general  popula- 
tion.  

It  is  my  hope  that  this  hearing  will  highlight  the  importance  of 
appropriate  labeling  requirements  arid  work  with  the  Food  and 
Drug  Administration  authorities  in  approving  the  over-the-counter 
drug,  I  think,  proliferation  that  indeed,  simply  because  of  cost  and 
great  scientific  research,  will  be  an  even  greater  part  of  our  mar- 
ketplace in  the  future; 

And,  indeed,  with  our  help  we  hope  that  this  combined  effort  will 
be  with  consumer  advocates  a  very  responsible  approach. 
-  I  want  to  thank  all  of  the  witnesses  who  will  be  testifying  today. 
We  have,  indeed,  an  impressive  list  of  witnesses.  And  I  look  for- 
ward to  hearing  their  testimony  and,  again,  want  to  particularly 
thank,  Mr.  Chairman,  Ms.  Oakar  for  her  leadership  in  this  matter. 

Mr.  Pepper.  Thank  you  very jtiuch,  Mj\  Daub,  

Now  we  have  a  very  outstanding  panel  of  over-the-counter  con- 
sumers and  consumer  representatives.  I  will  call  their  names  and 
then  they  will  come  forward.  For  overview,  Dr.  Sidney  Wolfe,  direc- 
tor, Health  Research  Group,  president,  Public  Citizen,  a. nonprofit 
citizens'  organization  founded  by  Ralph  Nader.  Mrs.  Anthea  Sacks 
of  Westport,  Conn.,  Ms.  Gloria  Jean  Davis  of  Albany,  Ga.,  Mrs. 
Janey  Phipps,  resident  nurse,  of  Gray,  Ky.,  and  Mrs.  Kathleen 
O'Reilley,  consumer  expert, .National  Broadcasting  Co. 

First  we'll  call  on  Dr.  Sidney  Wolfe: 

PANEL  1— OVER-THE-COUNTER  CONSUMERS  AND  CONSUMER 
REPRESENTATIVES^  CONSISTING  OF  SIDNEY  WOLFE,  M.D.,  DI- 
RECTOR, HEALTH  RESEARCH  GROUP,  AND  PRESIDENT,  PUBLIC 
CITIZEN;  ANTHEA  SACHS,  WESTPORT,  CONN.;  GLORIA  JEAN 
DAVIS,  ALBANY,  GA.;  JANEY  PHIPPS,  R.N.,  GRAY,  KY.;  KATH- 
LEEN O'REILLEY,  CONSUMER  EXPERT,  NATIONAL  BROADCAST- 
ING CO.;  AND  FRANK  ADAMO,  JOHNSON  CREEK,  WIS. 


STATEMENT  OF  SIDNEY  WOLFE,  M.D. 

Dr.  Wolfe.  Chairman  Pepper  and  members  of  the  subcommittee, 
thank  y^u  for  the  opportunity  of  testifying  before  this  all-too-rare 
congressional  hearing. 

As  you  mentioned  before,  there  are  a  large  number  of  hearings 
on  prescription  drugs  and  nowhere  near  as  many  as  there  should 
be  on  over-the-counter  drugs.  I'm  giad  to  see  that  you're  starting, 
hopefully,  a  good  precedent.     ___ 

Americans  will  spend  approximately  $8  to  $10  billion,  depending 
on  which  set  of  figures  you  look  at,  this  year  on  over-the-counter 
drugs,  but  in  many  ways  over-the-counter  drugs  they  buy  are  not 
much  of  an  improvement  over  those  available  around  the  turn  of 
the  century.  A  few  advances,  such  as  dextro  methorphan,  for 
coughs,  are  overshadowed  by  the  fact  that  various  products  which 
would  then  have  been  called  snake  oils  still  dominate  the  over-the- 
counter  drug  scene. 
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According  to  William  Gilbertsori,  Chief  of  the  Food  arid  Drug  Ad- 
rriiriistratibri's  OTC_  Drug  Review,  by  1981  only  one-third  -of  the 
OTC  drug  ingredients  reviewed  by  expert  panels  called  in  by  the 
FDA,  have  been  shown  to  be  safe  arid  effective  for  the  intended 
Uses.  A  more  recent  analysis  of  the  now  1,819- OTC- ingredients 
which  have  now  been  reviewed  shows  that  drily  422  or  23.2  percent, 
have  been  found  safe  arid  effective |_for Lthe^ intended  uses.  

Of  the  4(36  top-seiling  over-the-couater  drug  products,  almost  one- 
third  of  them  contain  ingredients  which  FDA  expert  panels  have 
found  lack_evidence  of  safety  ^effectiveness,  or  both.  More  than  an- 
other third,  an  additional  third,  contain ^  ingredients^  which,  like 
phenylpropanolamine  [PPA]  lack,  evidence  of  safety,  effectiveness, 
or  both,  according  to  physicians  at  Public  Citizen,  a  health  research 
group,  and  many  consultant  physicians  around  the  country. 

Thus,  over  two-thirds  of  the  tpp:sellirigj_66 
products  in  this  country  contain  ingredients  which  Jack  evidence  of 
safety,  effectiveness,  or  both.  This  information  is  in  a  book  which 
will  be  published  this  fall  by  Pantheon  titled  "Over-the-Counter 
Pills  That  Don't  Work" 

The  following  9  examples  of  top-selling  OTC  drugs,  all  in  the  top 
40  drugs  in  1981,  with  annual  sales  of  over  $524  million,  all  contain 
1  or  more  ingredients  lacking  evidence  of  safety,  effectiveness,  or 
both:  Anacin,  Listerine,  NyQuil,  Preparation  H,  Excedrin,  Dristan 
tablets,  Scope  mouthwash,  Robitussin  cough  syrup,  and  SinuTab. 
Preparation  H  is  an  interesting  one  when  one  thinks  about  snake 
oil,  because  one  of  the  ingredients  in  it,  the  active  ingredients,  is 
called  shark  liver  oil.  Another  one  is  called  live  yeast  cell  deriva- 
tive. Neither  of  these  ingredients,  as  they  exist  in  Preparation  H, 
were  found  to  have  evidence  of  effectiveness  by  the  FDA  Advisory 
Panel. 

As  a  result  of  this,  Americans  are  wasting  at  least  $3  or  $4  bil- 
lion a  year  on  over-the-counter  products  which  contain  ingredients 
lacking  evidence  of  safety  or  effectiveness,  or  which  are  overpriced. 
In  addition,  millions  of  people  are  being  exposed  to  unnecessary 
health  hazards  of  ingredients  such  as  PPA,  which  is  too  dangerous 
for  OTC  use  in  diet  pills,  and  hundreds  of  other  ingredients  which, 
in  the  absence  of  evidence  of  effectiveness,  provide  risks  without 
benefits. 

Why,  given  strong  laws  such  as  the  Federal  Food  and  Drug  laws 
arid  the  Federal  Trade  Acts,  does  this  wasteful  and  dangerous  state 
of  affairs  exist?  There  are  two  important  forces  to  protect  consum- 
ers from  dangerous  or  ineffective  drugs,  in  one  instance  and  from 
being  defrauded  in  the  marketplace  in  the  other  instance. 

The  first  is  Government  regulation  by  the  Food  and  Drug  Ad- 
ministration over  the  safety  and  effectiveness  of  drug  ingredients: 
The  second  is  FTC  action  to  allow  marketplace  forces  to  operate 
properly  by  insuring  that  the  power  of  information,  as  in  advertis- 
ing, is  not  converted  into  an  abuse  o£-power  by  false- and  mislead- 
ing promotional  campaigns.  Both  the  FDA  and  the  FTC  responding 
to  pressure  from  the  drug  industry,  are  doing  a  decidedly  inad- 
equate job  of  upholding  their  respective  laws. 

While  FDA's  over-the-counter  drug  review  can  only  be  described 
as  a  major  disaster  from  the  consumer  viewpoint,  it  is  well  thought 
of  by  the  OTC  drug  companies  whose  trade  association,  the  Propri- 
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etary  Association,  is i  an Jntenreiier  on  the  side  of  the  defendant,  the 
Food  and  Brag  Administration,  in  a  lawsuit  we  Have  brought, 
pending  in  the  U.S.  court  of  appeals,  which  challenges  the  legality 
of  this  drawn  but  OTC.  drug  review  which  has  failed  to  take  these 
ingredients,  lacking  evidence  of  safety  of  effectiveness,  off  the 
markets 

The  FTC,  in  the  last  2  years,  has  done  even  less  policing  of  OTC 
drug  ads  than  previously.  The  recent  FTC  decision  a  couple  weeks 
ago  concerning  OTC  painkillers  must  have  been  pleasing  to  many 
OTC  drug  companies  who  saw  that  it  was  unaccompanied  by  any 
demand  for  corrective  advertising  and  saw  it  as  a  retrenchment  on 
the  scope  or  breadth  of  cases  in  which  ad  substantiation  would  be 
required: 

Despite  an  older  FTC  decision  upheld  by  the  U.S.  Court  of  Ap- 
peals, Third  Circuit,  December  of  last  year,  which  found  that  Ana- 
cin's  manufacturer  had  engaged  in  large  scale  deception,  in  ads  for 
Anacin  and  Arthritis  Pain  Formula,  the  misleading  ads  seen  in  the 
next  two  pages  for  Anacin  appeared  the  same  month. 

[The  material  referred  to  follows:] 
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Dr.  Wolfe.  The  reason  I  put  this  in  is  that  it's  Jin  ad_  riot  over 
television  or  in  a  magazine,  bat  in  a  medical  journal,  and  the  ad 
nowhere  mentions  that  what's  behind  the  label  is  aspirin.  It  nierir 
tions  that .acetpminiphiii,  anptherjiainkiirer,  can_cause  toxicity  and 
so  forth,  which  is -certainly  true,  but  it  is  no  more  and  no  Jess  true 
than  For  aspirin.  But  it  fails  to  tell  even  doctors,  many  of  whom  I 
suspect  are  equally  unaware  as  consumers,  that  the  only  ingredient 
in  Anacin  that  is  safe  and  effective  for  relieving:  pain_  is  aspirin. 
The  other  ingredient,  caffeine,  lacks  evidence  of  effectiveness. 

.Annual  _  retail  sales  for  the  top  five  product  lines  of  over-the- 
counter  painkillers,  the_Tylenols,  Anacins,  Bayers,  Bufferins,  and 
Excedrins,  were  about  $800  million  in  1981,  with  advertising  ex- 
penditures amounting  to  $150  million.  Since  the  only  safe  and  ef- 
fective painkiller  in  these  or  any  other  over-the-counter  drug  prod- 
uct is  aspirin  or  acetominiphin,  consumers  who  buy  these  five  prod- 
uct lines  would  save  at  least  $400  million  a  year  if  they  bought  ge- 
neric on  house  brand  aspirin  or  acetominiphin  instead  of  Anacin, 
Bayer,  Tylenol,  Bufferin,  or  Excedrin. 

Rather  than  wasting  money  on  overpriced  brand  names,  some  of 
which  also  have  ingredients  lacking  evidence  of  effectiveness— 
Anacin  and  Excedrin — more  and  more  people  are  responding  to 
real  competition  on  the  basis  of  price,  not  contrived  and  deceptive 
differences  in  quality,  and  are  buying  generic  or  house  brand  pain- 
killers.  _t___      __ 

Although  the  other  witnesses,  including  both  medical  experts 
and  victims,  will  discuss  in  more  detail  problems  which  appear  to 
be  associate  of  phenylpropanolamine  or  PPA,  JLwilJ 

briefly  review  its  hazards.  The  following  is  taken  from  our  book, 
''Over-the-counter  Pills  That  Don't  Work." 

"PPA  is  now  the^  leading  wer-the-counter  diet  aid,  accounting  for 
almost  $220  million  in  QTC  pill  sales  "  This  is  in  1981: 

With  products  such  as  Control,  Dexatrim,  Dietac,  Permatherne,  Prolamine,  Thin- 
spans^  all  containing  the  drug. _No i  well-cbri trolled  study  has  shown  that  PPA  is  ef- 
fective as  an  aid  in  long-term  weight  control.  It  may  help  yoii  lose  weight  for  a  few 
days  but  you  gain  the  pounds  back  when  you  stbjp  taking  |t  and  it  wori't^help  you 
make  the  changes  in  diet  and  exercise  patterns  which  are  needed  to  keep  weight  off. 

The  FDA  acknowledges  that  PPA  is  a  hazard  to  a  significant  par? 
tion  of  the  population,  at  least  20  percent.  People  who  must  avoid 
PPA  include  thoM  with_a  Hyperten- 
sion or  high  blood  pressure,  heart  disease,  diabetes,  or  thyroid  ^dis- 
ease. The  issue  is  made  more  serious  by  the  fact  that  overweight 
individuals  and  hence  people  even  more  likely  to  use  PPA,  are 
more  likely  to  suffer  from  all  of  these  disorders  discussed  earlier. 
And  here  is  a  point  which  goes  beyond  any  Trading  pi  the  Y^el.  U 
everyone  read  the  label  we  would  still  have  a  serious  problem  with 
PPA. 

I  agree  fully  with  you,  Mr.  Chairman,  when  you  sav  that  a  lot  of 
people,  perhaps  particularly  older  people,  don't  read  labels  or  can't 
keep  15  or  more  labels  straight  if  they're  .using  an  average  of  13 
prescription  drugs  and  another  5  or  10  over-the-counter  ones.  But 
even  if  they  did,  a  lot  of  them  would  be  in  trouble.  Because  it's  esti- 
mated that  as  many  as  40  percent  of  diabetics  and  as  many  as  30 
percent  of  all  people  with  high  blood  pressure  don't  know  that  they 
have  the  disease.  Therefore,  even  if  they  read  the  label,  they  would 
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not  believe  that  they  are  in  the  group  of  people  who  should  avoid 
the  drug. 

The  fact  that  they  are  overweight  puts  them  at  even  a  higher 
risk  for  diseases  such  as  high  blood  pressure. 

As  mentioned  before,  negative  reactions  occur  with  the  use  of 
these  drugs,  even  in  recommended  doses,  although  some  of  the  ad- 
verse reactions  have  been  seen  with  elevated  doses.  A  study  on 
normal  medical  students  in  Australia  showed  that  there  was  an  in- 
creased amount  of  high  blood  pressure  in  students  after  one  dose  of 
PPA.  This  study,  unlike  most  of  the  ones  you'll  hear  about  at  the 
end  of  today,  was  not  funded  by  a  drug  companv  and  I  think  it  can 
therefore  be  more  readily  believed. 

Because  even  if  everyone  read  the  label,  many  people  would  not 
know  that  they  shouldn't  take  the  drug,  millions  of  people  are  un- 
aware that  they  have  a  disease  which  may  seriously  be  impaired  by 
taking  PPA,  namely,  high  blood  pressure  or  diabetes. 

PPA  is  too  dangerous  and  has  an  effectiveness  which  is  too  mar- 
ginal or  too  short-lasting  to  be  allowed  for  sale  over  the  counter. 
Someday  we  will  look  back  on  the  PPA  decade,  1975  through  1985, 
and  wonder  who  in  the  FDA  was  reckless  enough  to  allow  its  use, 
or  who  in  the  FTC  was  reckless  enough  to  allow  its  misleading  ads 
such  as  one  which  ran  for  Maximum  Strength  Dietac,  pushing,  "A 
new  diet  aid  without  caffeine-  or  other  stimulants."  Obviously, 
something  that  is  in  the  same  family  as  amphetamines  and  which 
has  been  shown  in  a  number  of  cases  to  cause  an  increase  in  blood 
pressure  and  a  number  of  other  kinds  of  excitement  of  the  central 
nervous  system,  is,  in  fact,  a  stimulant. 

The  clearest  statement  about  the  faddish  business  of  diet  pills 
comes  from  a  drug  company  executive  who  said  that  in  the  sixties 
there  were  rainbow  pills  or  thyroid  stimulators.  Then  there  were 
amphetamines  followed  by  candy,  CMC— or  carboxyrriethylcellu- 
lose— benzocaine,  and  now  PPA,  which  cannot  last,  either.  You 
don't  need  any  of  them.  If  you  have  the  willpower  to  cut  down  on 
your  eating  and  to  exercise,  you  lose  weight.  The  drug  company  ex- 
ecutive, of  course,  fails  to  mention  that  during  these  fads,  there  are 
many,  many  victims  such  as  the  people  you  will  hear  from  in  a 
couple  of  minutes. 

I'd  just  like  to  close  by  saying,  as  has  been  said  by  people  both  to 
the  right  of  you  and  ta  the  left  of  you,  that  this  js  not  meant  to  be 
an  open-and-shut  attack  on  over-the-counter  drugs.  In  our  book  and 
in  statements  we  have  made  oyer  the  12  years  we've  been  around, 
there  are  some  very  useful  over-the-counter  drug  products.  They 
are  mainly  single-ingredient  products  such  as  the  painkillers,  the 
acetaminophen  and  aspirin,  the  drug  for  treatinj|_ctiughs^ 
ly,  if  you  really  need  a  cough  suppressant,  if  you  can't  sleep  at 
night  and  you  aren't  bringing  up  anything,  dextromethorphan,  and 

so  on.   

But  most  of  the  300,000  over-the-counter  drugs  on  the  market  are 
either  overpriced  or  contain  ingredients  lacking  evidence  of  safety 
and  effectiveness  and,  as  1  mentioned  before,  are  causing  Ameri- 
cans to  was^e  $3  biliion  or  $4  billion  a  year. 

The  idea  of  self-treatment  is  a  very  important  one^  particularly 
in  older  people  who  are  loaded  up  with  too  many  drugs,  both  over- 
the-counter  and  prescription.  Self-treatment  is  different  from  self 
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medication  because  many  kinds  of  self-treatment  don't  necessarily 
involve  medication.  It's  been  said  by  experts  fro*  the  National  in- 
stitutes of  Aging  that  elderly  people  really  ^Wn  t  be  taking 
over-the-counter  laxatives,  one  of  the  categories  of  drugs  that  they 

minsteXihe?  Mifld  use  dietary  means  such  as  haying  larger 
amounts  of  liquids  and  higher  fiber -in.  their  diet  This  is  just  one 
example  where  self-treatment  doesn't  involve  sfclf-medication.  But 
sometimes  it  has  to  involve  self-medication.  There  are  some  safe 
and  effective  over-the-counter  drugs  around.  If  Americans  focused 
on  them  instead  of  the  much  larger  number  thai  have  ingredients 
that  aren't  effective,  we  would  all  be  better  off. 
Thank  you  very  much.  I'd  be  glad  to  tr;  and  answer  any  ques- 

ti0MSrypErPERe'Well,  thank  you  very  much,  Dr.  Wolfe,  for  your  e* 

^Ou^nex?  witness  is  Mrs.  Anthea  Sachs  of  Vfestport,  Conn.  We 
are  pleased  to  hear  from  you,  Ms.  Sachs. 

STATEMENT  OF  ANTHEA  SACKS 

Ms.  Sachs.  In  August  1980,  I  was  anxious  to  lose  10  pounds 
before  my  son's  wedding,  and  seeing  a  large  display  of  diet  pills  by 
the  checkout  counter  at  the  drug  storerI  asked  the  manager  if  they 
worked;  it  seems  too  good  to  be  true.  He  said,  A  lot  of  my  custom- 
ers seem  to  get  good  results  with  Dexatrim."  After  reading  the 
warnings  on  the  back  and  seeing  I  had  none  of  the  illnesses such 
as  high  blood  pressure,  diabetes,  or  glaucoma,  or  any  of  the  others 
Hsted  I  thought  it  would  be  safe  and  bought  the  extra  strengh  size. 

was  on  no  other  medication  and,  at  61,  was  m  excellent  health. 

I  took  one  pill  a  day,  as  directed,  for  nearly  3  months,  vi-ent  on  a 
strict  diet,  and  lost  10  pounds.  On  November  17,  1980,1  had  a  cere- 
Ira^ t  hemmorhage  and  nearly  died.  I  spent  18  days  in  New  York 
HospftaL  Since  then,  my  memory  and  my  heaniig  have d< .tenorM- 
ed  and  my  coordination  is  very  poor.  Worst  of  all,  I  have  trouble 
with  words,  often  saying  hot  when  I  mean  cold,  or  house  when  I 
mean  hotel  Sometimes  whole  sentences  come  out  the  wrong  way. 

However,  I  feel  I  am  one  of  the  lucky  ones  as  I  can  still  function 

ftiuSnSef  Slong  as  these  pills  are  readily  available  no 
amount  of  warnings  wilfstop  people  from  taking  what  seems  hke 
an  easy  way  to  lole  weight.  I  have  friends  who,  m  spite  of  what 
hSppfned  to  me,  are  still  taking  Dexatrim  confident  it  wont 
happen  to  them.  In  spite  of  all  my  warnings  about  them 
These  diet  pills  are  dangerous  and  should  be  taken  off  the 

m  Mr  ^Pepper.  Well,  thank  you  very  much,  Ms.  Sachs. 
Next  is  Mrs.  Gloria  Jean  Davis  of  Albany,  Ga. 
Mrs.  Davis,  speak  right  into  the  microphone,  please,  ma  am. 

STATEMENT  OF  GLORIA  JEAN  DAVIS 
Mrs  Davis.  My  name  is  Gloria  Davis.  I  am  a  resident  of  Albany, 
Ga  I  am  32  years  of  age.  I  have  four  children.  3  am  divorced  from 
my  husband. 
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Li  I  lie  Thornton  Zackery  will  read  my  statement. 
Ms.  Zackery  [readingj: 

In  May  of  1978  I  decided  to  try  and  lose  some  weight.  I  went  to  a  local  store  and 
purchased  some  over-the-counter  diet  pills  to  assist  me  in  losing  weight,  I  went  back 
home,  read  the  directions  that  came  with  the  diet  pills  called  appedrine  and  took 
some  pills that  day  pursuantlo.the  directions.  .Shortly  after  taking  the  pills  I  devel- 
oped a  severe  ^headache.  My  family  rushed  me  to  . a  local  hospital  where  I  passed  out: 
The  doctors  diagnosed  my  condition  as  a  stroke:  The  doctor  asked  my  mother,  whom 
1  lived  with  at  the  time;  whether  or  not  i  had  taken  any  medicine.  She  said,  "No, 
except  for  the  diet  pills." 

After  seeing  the  diet  pills  that  were  taken  to  the  doctor's,  upon  their  request,  the" 
doctor  said  that  they  were  certain  that  the  diet  pills  caused  my  blood  pressure  to  go 
up  extremely  high,  thereby  causing  the  stroke.  Prior  to  taking  the  diet  pills,  I  was 
in  excellent  health  and  was  taking  no  medicine  of  any  kind,  whether  prescriptive  or 
non-prescriptive.  I  have  never  had.  high  biooi  pressure_in_  my  life,  prior  to  the  stroke. 
__A_fter  the  stroke.!  was  in  the  intensive  care  unit  at  the  hospital  for  2  months  and 
then  in  a  wheelchair  for  the  following  6  months:  Although  it  has  been  approximate- 
ly o  years  since  the  stroke,  I  still  have  little  use  of  my  right  arm  and  leg.  The  doc- 
tors say  my  condition  is  permanent. 

Before  the  stroke  I  was  employed  but  how  I  cannot  work  due  to  my  physical  con- 
dition caused  by  the  stroke.  I  did  sue  the  company  which  produces  this  diet  drug, 
and  won  my  case.  However,  others  will  not  be  as  fortunate  as  I  was. 

Mr:  Pepper.  Thank  you  very  much,  Ms.  Davis.  We  are  sorry  that 
you  have  experienced  that  tragedy. 
Next  is  Mrs.  Janey  Phipps,  a  registered  nurse  of  Gray,  Ky. 

STATEMENT  OF  JANEY  PHIPPS 
Ms.  Phipps.  Thank  you,  Mr.  Chairman. 

I  am  a  registered  nurse  and  I  work  in  a  coronary  care,  intensive 
care,  unit,  and  Fve  worked  in  this  unit  for  4  years. 

Two  and  a  half  years  ago,  after  the  birth  of  my  second  child,  I 
wanted  to  lose  some  weight.  Subsequently,  I  began  to  take  an  over- 
the-counter  appetite  suppressant  known  as  Dietac.  Before  taking 
this  preparatipn  I  read  the  label  of  ingredients,  noting  that  this 
particular  brand  contained  a  drug  known  as  phenylpropanolamine 
hydrochloride,  known  as  PPA. 

Dietac,  the  particular  brand  that  I  took^  .contain!  75  milli|T_ams 
of  the  PPA  per  timed  release  capsule:  I  also  noted  the  warning  on 
the  package  cautioning  people  with  heart  disease,  hypertension, 
d iabetes,  and  thyroid  disease  n ot  to  take  the  preparation.  I  consid- 
ered myself  a  healthy  person,  having  none  of  the  above-mentioned 
afflictions  and  therefore  began  to  take  the  drug,  as  directed,  one 
capsule  daily. 

On  the  fourth  day  of  my  diet  regimen  I  began  to  feel  unusually 
and  intensely  fatigued.  I  decided  to  lie  down  and  relax.  In  doing  so 
I  felt  so  fatigued  that  I  actually  ached  all  over.  I  became  aware  of 
an  odd  feeling  of  slow  pounding  in  the  center  of  my  chest  and  soon 
realized  the  general  body  aches  coincided  with  each  slow  pulsation. 
I  soon  realized  that  the  pulsation  I  was  experiencing  was,  in  actual- 
ity, my  heart  rate.  I  counted  my_  radial Liaise,  that^s  the  drie  that 
one  feels  in  the  wrist,  and  it  was  40,  for  1  full  minute.  I  had  my 
hushand  take  my  pulse  and  he  also  counted  40  beats  per  minute. 

I  became  very  concerned  about  this  rate  and  counted  my  heart- 
beat with  my  stethoscope,  and  it  was  still  40.  I  then  realized  that 
something  terrible  was  Jiappening  to i_me.  I  went  to  the  hospital  and 
was  admitted  to  the  same  coronary  care/ intensive  care  unit  where 
I  worked.  I  was  placed  on  the  cardiac  monitor  that  showed  my 
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heart  was  only  beating  36  to  40  times  per  minute:  This  condition  is 
known  as  sinus  bradycardia;         .  __n  10n 

My  blood  pressure  was  extremely  elevated,  being  <UU  over 
At  that  point  I  realized  two  distinct  dangerous  possibilities.  First  of 
all  that  the  electrical  conduction  system  in  my  heart  could  become 
further  arrhythmic  and  I  could  die.  Second,  I  could  have  a  stroke:  ! 
remember  having  thoughts  of  denial  and  disbelief  that  even  this 
could  happen  to  me.  -  --  -  - 

My  physician,  Dr.  Glen  Baker,  was  called  tq_see_  me.  He  pre- 
scribed intravenous  atropine  sulfate  to  increase  my  heart  rate. 
After  receiving  the  atropine  sulfate,  my  heart  rhythnv  changed 
from  the  aforementioned  sinus  bradycardia  to  a  junctional  rhythm: 
This  means  the  electrical  impulse  that  normally  begins  in  the 
sinus  or  sinoatrial  node  in  the  heart  had  been  taken  over  by  the 
atrial  ventricular  node  in  the  heart.  This  heart  rhythm  is  not  a 
normal  conduction  pathway.    .         ...  - 

I  remained  in  this  heart  rhythm  for  several  minutes  and  my 
blood  pressure  remained  elevated.  I  was  fully  alert  and  aware  of 
everything  that  was  happening  to  me.  After  the  junctional  rhythm, 
my  heart  rate  increased  and  converted  to  sinus  tachycardia,  a 
normal  conduction  pathway,  except  the  heart  rate  is  greater  than 
100  beats  per  minute.  Gradually,  my  heart  rate  slowed  to  a  normal 
sinus  rhythm  and  my  blood  pressure  returned  to  normal.  The  ques- 
tion was  what  caused  these  problems. 

I  told  my  physician  the  only  drug  I  was  taking  at  the  time  was 
the  Dietac  preparation.  He  immediately  suspected  the  PPA  caused 
my  blood  pressure  to  elevate:  But  why  did  I  have  a  slow  pulse/ 
Normally,  the  PPA  would  cause  a  fast  pulse  or  tachycardia. 

I  stayed  in  the  hospital  for  3  days,  undergoing  various  tests,  all 
of  which  were  normal.  I  also  saw  a  cardiologist.  The  slow  heait- 
beat,  my  physician  explained,  was  caused  from  excessive  pressure 
on  my  carotid  arteries  duririgjthe  hypertensive  episode.  J  he  carotid 
arteries,  located  in  the  neck,  are  very  pressure  sensitive,  and  when 
stimulated  cause  a  slowing  of  the  heartbeat  This  is  due  to  the 
stimulation  of  the  parasympathetic  nervous  system,  a  division  ot 
the  autonomic  nervous  system.  -  j  -  i 

I  assumed  that  because  a  drug  is  sold  over  the  counter  aiict  not 
hy  a  prescription,  that  a  drug  is  safe.  How  many  <£h^_Pe?Ple'  Par- 
ticularly the  elderly,  also  believe  this  assumption?  The  older  indi- 
vidual who  statistically  stands  to  have  hidden  heart  disease  and 
hypertension  are  at  great  risk  when  taking  over-the-counter  prep- 
arations containing  the  PPA.  If  something  like  this  can  happen  to 
a  healthy,  young  individual  like  myself,  it  can  happen  to  anyone. 

Mr.  Pepper.  Thank  you  very  much,  Ms:  Phipps:  You  ve  heard  the 
signals  here  and  you  see  the  signs  indicating  there  is  a  vote  on  the 
floor.  And  we  will  have  to  take  a  temporary  recess  until  we  can 
ruiover  and  vote.  Then  we'll  be  right  back. 

[Brief  recess.^ 

Mr.  Pepper.  The  committee  will  come  to  order,  please. 

0ur  next  witness  will  be  Mrs.  Kathleen  0rReilly,  consumer 
expert  of  the  National  Broadcasting  Co.,  and  an  experienced 
lawyer  in  this  field.  Mrs.  O'Reilly,  we  are  pleased  to  have  you  here 
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STATEMENT  OF  KATHLEEN  O'REILLY 

Mrs.  O'Reilly,  Thank  you,  Mr.  Chairman.  Last  October  27  the 
NBG  "Today  Show"  aired  a  segment  on  PPA  arid  diet  pills,  and  a 
copy  of  the  transcript  of  that  segment  will  be  provided  for  the 
record,  but  with  the  hope  that  we  don't  have  any  mechanical  prob- 
lems, we  wiH  show  thatexcerpt  now. 

Mr.  Pepper.  Is  this  it? 

Mrs.  O'Reilly.  Yes. 

Mr.  Pepper.  Oh,  good. 

[Videotape  shown.] 

Announcer.  The  drug  industry  sells  10  billion  diet  pills  a  year,  but  there's  a 
growine  controversy  over  whether  these  non-prescription  diet  pills  work  and  wheth- 
er Jthey  re  safe.  With  us  is  Consumer  expert,  Kathleen  O'Reilly. 
r»T?Tr?  °'5EILtY-,The  mSin  active  ingredient  in  diet  pills  is  phenopropanolamine, 
PPA  for  short.  Its  PPA  in  small  doses  which  generally  is  taken  as  ^decongestant: 
But  according  to  consumer _^groups,  a  much  higher  dose_o_f  PPA  in  diet  piiis  is  nei- 
ther effective,  nor  safe,  especially  for  consumers  with  high  biood  pressure  or  hyper- 
tension, the  very  consumers  who  are  often  overweight. 

This  diet  pills  box  says  to  use  up  to  3  months.  The  diet  pill  ads  often  speak  of 
danger _fqr_ a  Jonger_  period,  27  weeks,  20  weeks,  36  weeks.  The  average  weight  loss, 
acc_ording_to_Scjence  in  the  Public  Interest  is  only  in  the  first  few  weeks,  for  a  total 
of  about  four  pounds. 

Voice.  Studies  conducted  by  Thompson  Medical  itself  have  shown  that  the  expect- 
ed weight  loss  can  be  anywhere  from  a  third  to  a  half  a  pound  a  week 
-  -  Mrs.  O'Reilly.  What  about  the  sajety  of  PPA?  It's  ill-advised  for^eopJe  with  high 
Wood  pressure,  heart  disease,  diabetes,  thyroid,  kidney  or  other  diseases,  and  has 
been  linked  to  strokes,  cerebral  hemmorhages,  and  other  cardiovascular  disorders. 

Since  40  percent  oLthose_who_are_overweight  do  suffer  from  hypertension  and  re- 
lated medical  problems,  and  even  more  are  borderline,  the  Center  for  Science  in  the 
Pu_blic_  Interest,  has  warning  language-  to  be  included  in  all  acls,  since  overweight 
consumers  are  most  vulnerable  to  PPA's  adverse  potential. 

Industry  claims  that  warnings  bit  the  box  are  sufficient,  arid  that  the  Food  and 
Drug  Administration  has  approved  PPA. 

Voice.  They  have  found  that  with  hundreds  of  thousands  of  doses  being  taken  on 
a  daily  basis  that  there  is  a  very  small,  negligible,  incidence_of  adverse  reactions 
and  they  have,  therefore,  found  that  the  product  is  safe  and  effective. 

Mrs.  O'Reilly.  Is  that  the  FDA's  position?  

Voice.  Not  really,  no.  As  a  matter  of  fact,  the  Food  and  Drug  Administration  has 
not  put  forth  its  policy  with  regard  to  the  safety  and  effectiveness  of  these4rugs  to 
date^  What  _we_  did  was  to  publish  the  report  of  an  expert  advisory  panel.  We  hav€ 
expressed  some  concern  about  the  panel  s  recommendations  for  dosages  of  phenyl- 
propanolamine and,  as  a  matter  of  factr  we  disherited  from  the  panel  recbmrrienda: 
tions  to  increase  the  dose  that's  already  in  use  out  in  the  rriarketplace. 

Mrs.  O'Reilly.  Frank  O^Dbririell  of  Milwaukee  had  rib  medical  history  suggesting 
a  potential  problem  with  PPA  and  says  he  took  the  diet  pills  as  directed.  But  yet  he 
suffered  a  stroke. 

Mr-  O'Donnell.  Wei  1,  I  had  a  n u  mb ness  i n  _t he  back  of  my  arm  and  numbness  in 
my  face,  and  those  are  the_permane_nt_result_of  the  stroke. 

Mrs.  O'Reilly.  Cut  down  on  calories,  increase  exercise,  common  sense.  That's  the 
recommended,  way  to  lose  weighiLsafeiy:  Does  that  include  diet  pills? 
__The  J?ood  and  Drug  Administration  haa  recently  expressed  concern  about  the 
safety  of  PPA  and  will,  within  a  year,  decide  whether  or  riot  these  drugs  should  be 
banned  or  otherwise  restricted:  - 

Two  years  ago  the  Federal  Trade  Commission  staff  recommended  legal  action 
against  the  manufacturers  of  these  products,  but  still  no  formal  action  has  been 
takeri^ 

Dr.  Thaddeus  K rou t,  a  medical  expert  i n  the  field  of  PPA:   

Dr.  Krout.  The  tragedy  is  that  this  relatively  useful  agent  for  decongestion  iB  now 
abused  by  the  false  advertising  which  has  been  brought  forth  by  the  companies  that 
want  to  make  a  great_deal  of  mojiey  out.of  this  whole  situation: 
_  Mrs^  O'Reilly..  Whether or  not  the  government  takes  action  on  this  issue  of  PPAs 
remains  to  beseen  in  the  next  few  months:  We  will  be  watching  it.  In  the  meantime 
peop?e  are  becoming  very  suspicions  of  other  over-the-counter  drugs.  We're  going  to 
be  talking  about  the  tampering  problem. 
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[End  of  videotape  excerpt  ] 

Mrs  O'Reilly,  I  would  now  like  to  highlight  for  you  the  major 
objections  to  that  piece  that  were  raised  by  Thompson  Medical,  and 
describe  the  legal  and  scientific  basis  which  did  support  this  seg- 
ment.   .. 

First,  Thompson  Medical  objected  to  the  language  that  said,  "It  s 
PPA  in  small  doses  that's  generally  safe  as  a  decongestant,  but  ac- 
cording to  consumer  groups,  the  much  higher  dose  of  PPA  in  diet 
pills  is  neither  safe  nor  effective/'  It  was  Thompson  Medical's  con- 
tention that  the  facts  are  just  the  opposite.  The  dosage  permitted 
by  the  Food  and  Drug  Administration  in  decongestants  is  150  milli- 
grams per  day,  while  the  permissible  dosage  in  over-the-counter  ap- 
petite control  pills  is  only  75  milligrams  per  day. 

Our  response  is  that  the  higher  dosage  for  decongestants,  cough 
remedies,  and  the  like,  reflects  the  fact  that  these  cold  remedies 
are  typically  taken  for  only  a  few  days  at  a  time,  whereas  diet  pills 
are  taken  for  weeks  and  months  at  a  time  and  thus  have  scientifi- 
cally significant,  cumulative  effects.  And  as  we  have  heard  today, 
those  cumulative  effects  are  particularly  relevant  for  the  elderly, 
who  are  taking  many  more  medications,  both  over  the  counter,  and 
prescription,  than  the  population  as  a  whole.  

It  is  also  a  reflection  that  the  higher  long-term  concentration  of 
diet  pills  has  raised  the  safety  questions  at  the  Food  and  Drug  Ad- 
ministration.  

Although  the  FDA  advisory  panel  had  recommended  raising  the 
permissible  dosage  in  appetite  control  pills,  the  FDA  specifically  re- 
jected that  recommendation,  and  we  will  submit  to  you  the  Federal 
Register  announcement  on  that.  

And  they  also  had  expressed  concern  that  the  diet  pill  packages 
do  not  universally  include  language  alerting  consumers  to  the 
problem  of  taking  diet  pills  in  addition  to  taking  other  products 
that  contain  PPA,  which  is  an  additional  medical  risk. 

Thompson  Medical  also  objected  to  that  statement  in  the  script 
that  said  the  consumer  groups  were  questioning  the  efficacy  and 
the  safety  of  PPA  and  diet  pills.  It  was  Thompson's  contention  that 
all  evidence  shows  that  PPA  in  diet  pills  is  effective  and  safe.   

We  pointed  out  to  them  the  number  of  scientific  studies  that 
have  been  printed  in  the  Federal  Register,  including  the  summary, 
pointing  out  safety  problems  involved  with  PPA  in  diet  pills.  We 
also  pointed  out  that  if  there  were  no  safety  questions,  why  do  the 
FDA  regulations  specifically  state  that  all  marked  drug  products 
containing  PPA  bear  or  contain  a  statement  warning  against  use 
by  individuals  with  high  blood  pressure,  heart  disease,  diabetes,  or 
thyroid  disease.    -  -  - 

We  also  pointed  out  that  in  the  leading  case  of  Porter  v.  Dietsch 
the  seventh  circuit  upheld  a  Federal  Trade  Commission  order  re- 
quiring a  manufacturer  of  diet  pills  containing  PPA  to  include 
such  a  health  warning.  Indeed,  most  of  the  diet  pill  packages  do 
contain  such  a  warning,  and  Dr.  Ekien,  who  was  interviewed  on 
camera,  who  is  f  he  head  of  the  proprietary  association,  stated  that, 
on  camera,  "A.  nanufacturers  are  in  the  process  of  including  such 
a  warning."  Dr.  Ekieri  did  riot  state  or  hint  that  such  a  warning 
would  be  unreasonable. 
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Thompson  Medical  also  objected  to  that  part  of  our  segment 
which  staled  that  the  diet  pill  box  says,  "Use  up  to  3  months,"  but 
the  diet  pill  ads  often  speak  of  dangerous  longer  periods.  Thomp- 
son's contention  was  that  there  is  no  evidence  that  longer  use  is 
either  dangerous  or  unsafe. 

Both  the  Federal  Trade  Commission  spokesperson,  Amanda  Pe- 
terson, and  the  FDA  spokesperson  Br:  Halperin,  expressed  concern 
on  camera  about  this  very  issue,  Under  FDA  procedure,  the  burden 
of  proof  is  on  the  drug  manufacturer  to  demonstrate  the  safety  and 
efficacy  of  a  drug,  and  as  Dr.  Halperin  explained,  FDA  does  not 
conduct  its  own  scientific  studies.  It  evaluates  the  studies  which 
are  initiated  and  paid  for  by  i ndustry. 

The  diet  pill  industry  had  not  submitted  studies  involving  more 
than  the  12-week  limit.  With  this  as  a  background,  it  is  important 
to  note  that  under  the  Food,  Drug,  and  Cosmetic  Act,  drugs  are 
only  legally  safe  when  used  in  dosage  manner,  or  with  a  frequency 
or  duration  described  or  recommended  in  the  labeling.  The  dura- 
tion prescribed  and  recommended  on  the  labeling  of  diet  pills  is 
"Up  to  3  months."  Thus,  usage  beyond  that  period  cannot  legally 
be  characterized  as  safe  and  caselaw  supports  that  principle,  the 
leading  case  being.  The  Pharmaceutical  Manufacturers  Association 
v.  Richardson. 

Even  Dr:  Ekien  said  that  the  12-week  period  is  not  meaningless, 
and  he  expressed  manufacturer  concern  over  the  abuse  of  these 
drugs,  and  in  no  way  attempted  to  refute  the  wisdom  of  that  dura- 
tion limit,  explaining  that  the  pills  were  to  be  used  temporarily  as 
an  adjunct  to  an  overall  program  of  weight  control. 

As  to  the  question  of  efficacy,  Thompson  Medical  contends  that 
on  the  basis  of  14  clinical  studies,  the  average  weight  loss  on  PPA 
is  over  1  pound  per  week  for  a  considerably  longer  period  of  time 
than  described  in  our  segment.  We  pointed  out  that  scientific  stud- 
ies show  that  people  lose  weight  even  with  a  placebo  and  these 
double  blind  studies  :«re  routinely  used  to  evaluate  real  weight  loss: 
Indeed,  the  FDA  pa  1  had  specifically  rejected  a  Thompson  Medi- 
cal study  because  I  was  not  a  double  blind  study,  and  had  recom- 
mended double  blind  studies  as  the  protocol  to  be  used. 

Under  this  commonly  accepted  scientific  procedure,  the  placebo 
weight  loss  subtracted  from  the  product-associated  weight  loss  is 
used  to  arrive  at  what  is  arguably:  called  "the  real  weight  loss  at- 
tributable to  the  tested  product."  That  is  the  reason  the  Thompson 
studies,  which  do  not  discount  for  the  placebo  effect,  are  different 
in  their  results  from  the  studies  which  use  the  scientifically-accept- 
ed method  of  double  blind. 

Thompson  Medical  also  contended  that  Bruce  Silverglade  of  the 
Center  for  Science  in  the  Public  Interest's  statement  that  studies 
conducted  by  Thompson  Medical  Co.  itself  have  shown  that  the  ex- 
pected weight  loss  can  be  anywhere  from  one-third  to  one-half 
pound  per  week,  were  Jn  accurate.  We  have  provided  these  scientific 
studies  on  which  Mr.  Silverglade's  comments  were  made. 

Also,  Thompson  Medical  objected  to  that  part  of  the  script  that 
said  PPA  has  been  linked  to  strokes,  cerebral  heramorhages,  and 
other  cardiovascular  disorders.  This  is  significant  in  that  Thomp- 
son contends  that  no  causal  relationship  has  ever  been  established. 
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The  script  language  is  the  verbatim  cautionary  langua 
ed  on  the  diet  pill  box  labels.  But  it  is  not  yet  contained  in  the  ads, 
despite  the  Porter-Dietsch  decision,  and  that  is  the  basis  of  the  peti- 
tion by  the  Center  for  Science  in  the  Public,  Interest  .  It's  important 
to  understand  the  terminology  "causal  relationship"  is  not  the 
FDA  legal  standard. 

For  example,  the  recent  bans  regarding  Ora-Flex  and  starch 
blockers  were  based  on  the  traditional  standard  of  linked  or  assoei- 
ated-with  health  problems,  and  the  Center  for  Science  in  the  Public 
Interest  had  submitted  for  the  record  a  variety  of  the  examples  of 
that  link.    ,   . 

Finally,  the  whole  jiotion  of  whether  or  not  there  is  a  suggestion 
that  industry  is  claiming  that  the  Food  and  Drug  Administration 
has  approved  PPA.  In  the  script  you  saw  that  Dr.  Ekien  from  the 
proprietary  association  made  that  comment.  It  was  '  >mpson  Me- 
dical's contention  that  that  had  been  taken  out  of  cbi,  that  he 
was  only  talking  about  the  U.S.  FDA  panel.  -  - 

I  will  submit  the  extensive,  word  for  word^  interview  with  Dr. 
Ek;en  and  you  will  see  that  he  was  specifically  talking  about  the 
FUh  apart  from  the  U.S.  panel.  I  read,  for  example,  my  question 
to  him  was:  "Has  the  FDA  itself  found  PPA  to  be  safe  and  effective 
for  over-the-counter  use?"  His  response: 

The  FDA  has  issued  a  tentative  proposal  with  respect  to  PPA  which  they  have 
not  dissented  from  the  panel's  recommendation.  That  is  tantamount  to  their  saying 
at  this  point,  giving  an  okay  to  this  molecule. 

I  think  most  important  of  all  is  the  fact  that  in  June  of  last  year 
the  National  Advertising  Division  of  the  Council  of  Better  Business 
Bureaus,  which  is  the  self-regulatory  mechanism  of  the  advertising 
industry,  reported  that  SmithJKlein,  Beckman  Corp:,  manufactur- 
ers of  Dietac  Maximum  Strength  diet  aid  capsules,  had  withdrawn 
its  advertising  claims  pursuant  to  a  National  Advertising  Division 
challenge. 

In  that  report,  NAD  states,  and  I  quote,  "Additionally,  the  Na- 
tional Advertising  Division  felt  that  reference  to  a  quote,  'U.S.  gov- 
ernment advisory  review  panel',  end  of  quote,  implied  official  en- 
dorsements by  the  government  itself."  Not  only  is  this  industry 
watchdog  conclusion  consistent  with  our  script  narrative;  Dr:  Ekien 
himself  was  explicit  in  that  respect. 

Finally,  the  issue  of  whether  or  not  the  fact  that  the  FDA  has 
recently  expressed  concern  about  the  safety  of  PPA  and  will, 
within  a  year,  according  to  Dr.  Halperin,  and  that  quote  came  from 
last  September  20,  decide  whether  or  not  these  drugs  should  be 
banned  or  otherwise  restricted.  It  was  Thompson's  contention  that 
this  falsely  implies  that  PPA  is  dangerous  and  that  FDA  will 
either  ban  or  restrict  its  use.    _   . 

What  the  FDA  has  actually  done,  however,  is  merely  to  have  in- 
cluded this  drug  under  its  continuing  review  of  all  over-the-counter 
products  We  pointed  out  to  them  the  specific  concerns  raised  in 
the  Federal  Register  by  the  FDA  went  way  beyond  the  aspects  of 
continuing  review  and  supplied  those  studies  as  well. 

So,  I  hope  that  this  may  be  instructive  in  responding  to  the 
major  substantive  contentions  that  Thompson  Medical  had  raised 
on  the  basis  of  this  segment. 
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Thank  you,  _ 

Mr.  Pepper.  Thank  ycu  very  much,  Mrs.  O'Reilly. 
Did  you  want  to  make  a  statement? 
Mr.  Adamo.  Yes: 

Mr.  Pepper.  Well,  could  you  wait  and  let  us  take  it  in  a  little 
more  orderly  way?  We  have  this  panel  here  and  it's  customary, 
now,  to  allow  questioning  of  the  panel  by  members  of  our  commit- 
tee. 

Oh,  I'm  sorry.  I  understand  from  the  staff  that  you  should  be 
heard,  sir.  Go  right  ahead.  You  were  one  of  those  who  were_su£: 
posed  to  be  on  the  panel.  I'm  sorry.  We  just  didn't  have  room  for 
you,   

Mr.  Adamo.  My  name  is  Frank  Adamo. 

Mr.  Pepper.  Mr.  Adamo,  we  are  pleased  to  have  you. 

Mr.  Adamo.  Thank  you  very  much. 

Mr.  Pepper.  We're  glad  to  hear  your  statement. 

Mr,  Adamo.  Fm  pleased  to  be  here: 

Statement  of  frank  adamo 

Mr.  Adamo.  I  do  recognize  that  the  hearing  on  the  safety  of  PPA 
usage  is  being  held  through  the  Select  Committee  on  Aging,  and  is 
concentrating  primarily  on  those  PPA-related  cases  involving  older 
people.  However,  I  believe  that  the  problems  caused  by  PPA  usage 
cut  across  all  age  groups  a^ 

age  wouli be  doing  a  disservice  in  your  efforts  to  determine  wheth- 
er or  not  PPA  is,  indeed,  safe  and  effective,  as  advertised. 

In _  October __1980 |_I __began_  Usin&  Dietac  diet  medi^a^ 
Dietac  because  it  is  manufactured  by  the  same  company  that  pro? 
duced  a  well-known  cold  medication,  and  the  advertisements  I 
heard  convinced  me  not  only  of  the  safety  of  the  product  but  of  thz 
effectiveness  as  well. 

I  followed  the  label  directions,  taking  one  time  release  capsule  a 
day,  each  containing  and  200  milligrams  of 

caffeine:  I  was  on  no  other  medication  at  the  time; 

On  January  19,  1981,  while  at  work,  I  suffered  a  stroke.  Hospital- 
ization and  a  battery  of  tests  revealed  an  area  of  damage  to  the 
blood  vessels  in  the  right  side  of  my  brain;  Because  I  was  healthy 
and  had  no  history  of  medical  problems,  my  doctor  was  puzzled  as 
to  the  cause.  I  was  28  at  the  time. 

My  doctor  put  me  on  blood  thinning  medication  in  an  attempt  to 
prevent  any  further  episodes.  _    

On  October  19,  1981,  I  heard  a  report  on  the  radio  linking  PPA 
usage  with  a  variety  of  medical  problems,  including  high  blood 
pressure,  personal]^  Jgot  in  touch  with  the 

Center  for  Science  in  the  Public  Interest,  who  had  released  that 
report.  The  more  information  I  received,  the  more  convinced  I 
became  that  my  stroke  was  caused  by  PPA  ingestion.  I  related  all 
the  information  I  could  obtain  to  my  doctor^  AJthaugh  he  would  not 
commit  himself  to  a  direct  link  between  PPA  and  my  stroke,  after 
reviewing  the  information  he  felt  confident  enough  in  the  possibil- 
ity of  a  link  to  take  me  off  blood  thinning  medication.  I  have  not 
experienced  any  further  problems  since  my  stroke,  when  I  stopped 
taking  Dietac  and  avoided  any  products  retaining  PPA; 
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When  I  consider  all  of  the  possible  effects  I  could  have  suffered 
from  having  a  stroke,  I  feel  extremely  fortunate  that  I  don't  have 
any  of  the  obvious  physical  problems  or  disabilities  resulting  from 
my  episode.  But  there  are  those  who  have  suffered  even  more  seri- 
ous arid  permanent  results  from  PPA  ingestion,  and  I  can't  help 
but  wonder  how  many  more  people  have  suffered  various  medical 
problems  and  are  unaware  that  the  cause  was  PPA  ingestion. 

What  happened  to  me  and  to  the  many  other  victims  should 
never  have  occurred.  Despite  the  advertisements  to  the  contrary,  I 
feel  that  PPA  has  been  shown  to  be^  very  unsafe  and  dangerous 
drug  and  further,  I  believe  that  the  FDA  has  an  obligation  to  pro- 
tect the  safety  of  the  American  public,  particularly  any  potential 
future  victims,  by  prohibiting  the  use  of  PPA  in  any  and  all  over- 
the-counter  medications: 

Thank  you  very  much. 

Mr.  Pepper.  Well,  thank  you  very  much. 

Ms.  Ferraro,  would  you  care  to  make  any  statement  before  we 
start  questioningthe  witnesses? 

Ms.  Ferraro.  No,  Mr.  Chairman.  I'm  just  delighted  that  you're 
having  these  hearings.  I  have  participated  with  you  in  the  joint 
hearings  that  we  had  with  the  Senate  and  I  look  forward  to  picking 
up  on  the  testimony  of  the  witnesses. 

Mr.  Pepper.  Thank  you  very  much. 

I'm  very  sorry  that  I've  got  to  go  to  another  meeting,  and  Til  ask 
Ms:  Oakar  if  she'll  preside.  And  now  you  will  proceed  to  question 
the  panel. 

I  want  to  thank  each  one  of  the  panel  this  morning  for  your  ex- 
cellent statements  and  for  your  coming  here  to  help  us  in  this  in- 
quiry. We're  just  trying  to  ascertain  the  truth  for  the  protection  of 
the  elderly  people  of  this  country.  And  I  want  to  thank  all  the 
other  members  of  the  excellent  program  that  we  have  here  today, 
and  I'm  sorry  that  I'm  not  going  to  be-able  to  hear  you,  but  i  hope 
to  be  able  to  read  the  record.  Maybe  I  can  get  back  a  while  later. 

Ms.  Oakar. 

Ms.  Oakar.  Mr.  Chairman,  I  want  to  submit  for  the  record  corre- 
spondence between  Congressman  dames  Florio  and  the  FTC  regard- 
ing advertisements  for  diet  pills.  I  think  that  this  is  especially  im- 
portant in  light  of  the  fact  that  on  a  particular  box  of  diet  pills  the 
language  used  to  lure  people  to  buy  the  product  is  three-fourths  of 
an  inch  high  compared  with  the  less  than  one-sixteenth  of  an  inch 
print  used  to  describe  the  warning  and  caution  caption.  This  lures 
the  consumer  to  these  unsafe  products.  

[The  material  submitted  by  Representative  Dakar  follows:] 
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2<,   1982,  letter  concerning  advertising  for  over- tbercounter 
diet  aids  containing  phenylpropanolamine  hydrochloride_{?PAl ._  I 
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??A  diet  aids  may  o?  deceptive  and  contrary  to  the  holding  of 
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the  product  should  hot  be  used  without  medical  supervisionby 
persons  with  hypertension #  heart  disease,  diabetes  or  thyroid 

disease;  ario  to  cisclcse  that  successful  use  of  the  product   

requires  dieting.     At  the  same  time  the  advertisers  of  X-ll_were 
ordered  to  stopmak ing  unsubstantiated  exaggerated  weight- loss 
claims.     The  FTC  reasoned  that  the  cliriical  ev ioertce  relied.on 
by  respondents  that  showed  rib  mere  thari  a  fraction  of  a  pound 

of  weight  loss  per  week  bri  the  average  was  insufficient  to_  

substantiate  a  cjaim  that  consumers  experience  dramatic  weight 
loss  as  a  result  of  using  X-1I. 


In  your   letter  you advise  Chairman  Miller,  "It  hasbeen 
brought' to  the  Subcommittee's  atteritibri  tha£  subsequent  and_ 
substantial  violations  of  the  1977  order  };aVe  occurred,  thus__ 
prompting  staff  of  the  Bureau  of  Consumer  Protect ion _ to  recommend 
that  civil  penalties  be  appropriately  assessed  against  certain 
firms."     The  FTC  Act  permits  us  to  seek  civil  penalties  or  other 
redress  for  violation  of  the  FTC  Act  in  two  situations t  (1) 
where  j^e  named  respondents  have  violated  a  final  adjudicated  or 
consent  order  against  them,  and   (2)  where  any  patty  has  knowingly 
violated  a  final  order  resulting  from  a  f u!19  litioated 
Commi ss ion  adj  ud icat ion . 
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To  our   know! fcdge \»  the  named  r espondents  in  Porter  and 
D: e tsch  have  been  in  substantial  compliance  with  the  order 
against  them,     witr*  respect  to  other  parties,  who  were  not  namec 
in   tne  Porter  and  Pi  e tsch  case,   they  cannot  be  in  violation  of 
the  order  until  they  know  the  aces  or  practices  that  are 
prohibited  by  it.     Tne  Commission  practice  is  to  adopt  a  formal 
synopsis  of   the  case  end  serve  it,  alone  with  a  copy  of  the  FTC 
o p  1  ri i o r.  e n c  o : o e :  ,  p n  tne  pertinent  i  n  d  u  s  t  r  y  m  err.  be  r  s . 
Thereaf  ter  ,   any  industry  member  wno  continues  to  engase  in  the 
pr osc r  i bee  acts  or  pr act ices  is  in  v  i oi a t ion  of  the  FTC  Act  and 
may  be  sued  for  civil  penalties  or  other  redress. 

At  the  time  that  I  became  Bureau  Director  in  October,  1981, 
a  st  af  f  r  ecoirixenca  tion  was  pendinc  tha  t  tne  FTC  adopt  and  serve 
2  synopsis  beseo  on  the  Porter  a^d-DWtsch  case.  After 

? SDi zip9  the  Bureau  and  dealing  with  several  budget  and  

reauthprizatipn.rr.attersj  I_made  this  matter  one  of  my  priorities, 
1  am_  cons  i  per  i  nc  _  in_  cpn  j  unet ipn_  wi  th_  cer  ta  in  diet  a  id  adver- 
t  is irjg_yrj ether  _  tP_  servfr. a_  synppsi  s.  of  Porter  and  Pi  et^chy  1 
pRt  i  cipate.  tr.g.t  in  _a  _  sr.or  t  _  time  _ I _>il l_r each  a  final _ decision  on 
whether  this  synopsis  is  necessary,  and  if  so  what  it  should 
incl ude  . 

I  hope  this  odsresses  your  -concerns  and  these  of  your 

Co.Tjr.i  t toe  . 


Sincerely  yours, 


Timothy  J.  Kuris 
Di  r  ec tor 
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&],j&._Sfoiisr  bl  iUpirsrritaUUts 

frubtotntmtttr  on  Cotntntur. 
Ctaniporlaiion.  anb  ccuritrr. 
of  nt 

Cbmmihrt  bri  Cnctffp  *n&  Commcm 
Bast'nflfon.  B.C.  20515 
August  S,  1982 


Tr.c-  h&ra&r&Li£_Jj&.-nfis  C  fille;-  .  ill 
Chairr.aM,  Federal  Trade  Commission 
nOor:  _  4  A  C 

j&th.  i  .r.eansylvahia  Avenue,  N\  w: 
Washington ,  D,  C.  20580 

Dear  Chairman  Kil]er: 


__  _T^i  £  i s_  i n _  further _  reference _  ib_  our  correspondence  concerning 
o\  er-ihe-cryjnr,er  diet  pills  containing  phenylpropanolamine 
Ir.  ny  letter  of  February  24,   1982,  I  requested  a  report  on  the 

c?  the  CoT.r  :p.s3ong  s  re\  ev  02'  diet  oil  1  acvertisinc  By 
ifct;er_c£_::aich  25;. 1962;  the  Zirectbr-cf  th*  Bureau  of  Consumer 
rr:,Ar*  Hr_.  Timothy        Eur:s;  ncied.my  concern,  that  current 

tr  w  si-  a  for  c.et  pills  be  contrary  to  ihe_holdihc_in  the 
rV  D^*££.  ~ase.     lr*  l-Jris  «?tated_th=,t  he_had  rnade  this 

bSSjXg.* .  i>r^ o:\it \  hotter  and  expected  to  reach  ar  early  decision 
cc.  whetr-er  lo  proceed,  under,  the.  CoriTiEsibh '  s  Section  5  (mj  U)  (B) 
£iolnorAti''  .  I_understand  that  other  enforcement  dotibhs  mlaht 
al  5-0  be  av.-;ilcbie. 


-  --With  tine  psssace  of  -ova*  four -months  since  Kr.  Kuris'  letter 
LP      ..V4  vhout  f  urtber_indication_of  activity,  I  ari  Writing -again 
to  _  inquire  2s  tc  the.  status  of.  your.,  act  ipr_£nd__the_reaSbri!fbf\ delay . 
f.i'-Z*..^"1'  ~?Her  1  r,volves  aliepotiors  of  serious  public  health 
r.a^arcs,  including  strokes  experienced  by  those  using  diet  pills, 
the  possibility,  of  ongoing  flagrant  violations  of  the  laws  admin- 
istered  by  the _  Commission,  is  .of  grave,  concern.  tb-me.  .  .  In  -  this 
regard^  press  reports  have  been  called_to  mv  attention  which 
suggest  that  overall,  the  enforcement  activity  of  the  Commission 
in.  recent  months,  has.  been  drastically  reduced,    While  i  would  not 
necessarily  ..credit, these. reports  without  further. substantiation , 
I  am  concerned  that  the  diet  pill  matter  may  reflect,  some  even  more 
fundamental  underlying  administrative  difficulty  of  which  the 
Congress  has  hot  been  apprised. 

I  look  forward  to  hearing  from  you  on  this  matter; 


-^  Florid,  Chairman 
Bbcommittee  bri     -  - 
nerce,  Transportation  and  Tourism 


JJFrpjs 


51 


W  J    i'l*    l.t./<«<  \m 
Mnutl  »•»»»  t/H,u 
W.«MI  IrfMVtl*  U>%\ 
•HI  »<  «'<MS«  «  Vlt 
.*>— •  O  O-NOIU   MM  » 
MCXKKH 


Sl.S.  $outfc  of  ftcprescniatibcs' 

Cotiitniiirr  on  Cnrrgp  anb  Commrrcr 

SUBCOMMITTEE  ON  COMMERCE.  TRANSPORTATION.  AND  TOURISM 


Jfflatfljinfflon,  B.C.  20515 
April  14,  1983 


The  Honorable  James  C.  Miller,  III 
Chairman 

Federal  Trade  Commission 
6th  and  Pennsylvania Ave.,  N.W. 
Washington,  D.  C.  20580 

Dear  Chairman  Miller: 

I  have  received  a  letter  of  April  12,_  1983,  f rom_Timothy 
Muria i  of  your  staff,  enclosing  a  copy  of  the  synopsis  of  the 
rbrter  &  Dietsch  decision. 

As  you  know  from  our  prior  correspondence,  I  have  had  a 
long-standing  concern  regarding  this  matter.     I  remain  troubled 
by  the  extended  time  it  took  for  the  FTC  staff  to  bring  this 
matter  to  the  Commission  for  decision. 

 Additionally*  the. synopsis  raises.a .number _ of _new  

questions  in  my_ mind*  .First/  while  Mr*  Murisl_letter_states 

that  tne  synopsis  has. been  released, it  does  not. say  that  it  

has  been  served.     Please  advise  me  when  such  further  action  may 
be  contemplated.     Second,  it  appears  to  me  that  there  may  be  a 
number  ot  pi.  obi  ems  relating  to  the  promotion  of 
over-the-counter  diet  aids  containing  PPA  which  are  hot 
addressed  by  the  synopsis.    While  the  Commission  may  have 
decided  not  to.  pursue  these  matters  under  its  section 
5 (m) (1) (B)  authority,  I  trust  that  the  appr dpr iateriess_df  other 
enforcement  initiatives_will_be_considered- promptly. __Given  the 

indications  ot  the  widespread_advertising_of _diet_a_id_s  

containing  PPA  and_the_potential  adver se_ef f ects  on  consumers/ 
further  delay  is  unwarranted  and  could  raise  serious  questions 
about  the  commitment  of  the  Commission  to  protection  of  the 
consuming  public. 

I  appreciate  your  keeping  me  advised  on  the  progress  of 
this  matter. 


James.  Jj 
Sul 

Commerce,  T: 


orio*_Cbsirman 
mittee  on 

portation  and  Tourism 
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Federal  trade  Commission  Washington,  D  C.  20530 


FOR  IMMEDIATE  RELEASE:     April  1,  1983 


FTC  OUTLINES -UNACCEPTABLE- ADVERTISING. 
FOR  SOME  WEIGHT-CONTROL  PRODUCTS,  PLANS 


The  Federal  Trade  Comraiss ion  today  described  what  it. 
tonsiders  to  be  deceptive  advertising  Tor  some  weight  control 
products  and  plans,     The  Commission's  goal  is  to  ensure  that 
marketers  of  weight  control  products  and  plans  are  aware.of  the 
provisions  of  a  1977  FTC  order  against  Porter  &  DieEsch  Inc. 
TbaL  company's  product  contains  the  appetite  suppressant 
phenylpropanolamine  hydrochloride . 

The  FTC.notice  --_called  a  synopsis        outlines  key  aspects 
of  the  Commission's  Porter  &  Dietsch  decision,     it  reminds  the 
industry  that  an  advertiser__must_haye  a  reasonable  basis  for 
claiming  a  product  or  plan  will  bring  about  weight  loss.  .Also, 
claim  of  scientific  support. for  a.statement  about  such  a  product 
is  deceptive  if  the  evidence  is_oot_ competent  or  does  pot  fully 
support  the  statement  at  the  time  it  is  made. 

Along  With  these  provisions,  the  Commission.pointed  out  it 
is  unlawful  to  claim  that  a  weight  control . product. contains. a_ 
unique  ingredient,  unless  that  ingredient  is  absent. from  other 
available  weight  control  products:     And_ the  Commission. also 
cautioned  against  the  use  of  testimonials  misrepresenting, 
directly  or  indirectly  that  any  particular  experience  with  a 
weight  control  product  or  plan  reflects  a  typical  experience. 

.Copies  of  the  synopsis  are  available  from  the  FTC's.Public 
Reference  Branch,  Room  130,  6th  Street  and  Pennsylvania  Avenue 
N.W.,  Washington,  D.C.  20580;   202^523-3598;  TTY  202-523-3638. 

§  #  i 

MEDIA  CONTACT:     Janet  Bass,  Office  of  Public  Affairs, 
202-523-1848 

STAFF  CONTACT:     Susan  Elliott,  Bureau  of  Consumer  Protection , 
202-724-1499 


(Docket  No.  9047) 
[Pcrter ] 
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^ktoi?om?^0PSIS  0F  FEDERA^  TRADE  OOVWISSION  DETERMINATIONS 
CONCERNING  PROMOTION  OF  PRODUCTS  AND  PLANS  FOR  WEIGHT  CONTROL * 


Porter  A  Dietsch,   Inc . 
Docket  9047 


I^cf  iy?°?S!S  has  ^een  Preparedfor  purposes  of  15  U.S.C. 
*45lmMn(B),  a  law  w.hich  provides_for  civi  1  -  penal  t  ies  for 
PpHp^?  J10iations  of  the  Federal  Trade  Commission  Act.  The 
d        tTrflde  Commission  has  determined  that   the  following  acts 

o?  ?L^c?:%5dTg:^%^a^r/niawfui  under  ^^*^> 

tho»ltiS  ?ecePtiv*  fo  represent,  directly  or  by  implication, 
onoK.ySe  0f  Hn  aPP^t,te  suppressant,  and/or  metby Icel lalose 
enab  es  a  person  to  lose  body  weight  or  fat  without  d  eUng'or 
restricting  Ins  Or  her  accustomed  caloric  intake. 

?:  t'!   is  deceptive  to  represent,  directly  or  by  implication, 
that  a  weight  control  product  contains  a  unique  ingredient 
component     unless  the  ingredient  or  component   is  not  present  in 
other  available  weight  control  products.  Present  in 

HinJ!,iS  de"Pfive,to  represent,  by  means  of  testimonials, 
directly  or  by  implicat ion; . that  any  particular  experience  with  a 
weight  control  product  or  plan  reflects  the  typical  or  ordinary 
experience  of  users  of  the  product  or  plan,  unless  the  ' ' 

representation   is  true. 

D.     It   is  deceptive  to  represent,  directly  or  by  implication.- 

._     \ a  .     that^use  of  a  weight  control  product_or_plan  will  result 
in  Joss  of  body  weight  or  fat,  without  possessing  and  relying 
dissemi^ud"  *  representation  **  ^  tillis  it  is 

2.       that  scientific  evidence  supports  a_staiement  about  a 
weight  control  product  or  plan,  without  possessing  and  relying 
upon  compe tent  sc  i en t  i  f  i c  evidence. tha t_  f u 1 iy  suppoc  ts  the 
statement  at   the  time  the  representation  is  disseminated. 

Approved : 

Resolution:  Approved  in  File  802  3132 

Marketers  of  Weight  Control  Products  and  Plans 


As , used  here,   "weight  control "  includes  the  reduct  ion  or 
el iminat  ion  of  fat  wi th  or  wi  thout  weight   loss.  This 
synops i  s  i s  based _on  the  Commi  ss  ion 1 s  Porter  dc  Dietsch 
decision.     The  decision  was  approved,  with  a  few  changes ,  by 
a  federal  appeals  courts    A  further  appeal  to  the  U.S. 
Supreme  Court  was  turned  down.    The  legal  citation  for  the 
case  is  90  F.T.C.  770  (1977),  modified.  605  F. 2d  294  (?th 
Cjr,_l979),  eer_t.  denied, -445  U:S:  950  (  1980),  amendments  to 
order ,  95  F:T.C.  806  (1980).   "  
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Ms.  Dakar.  This  is  a  problem  that  affects  the  elderly  w  well  as 
younger  people.  It  cuts  across  age  groups,  although_the  elderly  with 
all  their  problems  of  older  age  have  more  tendencies  toward  high 
blood  pressure,  et  cetera.  I  want  to  submit  a  computer  printout 
which  indicates  that  over  1,000  people,  have  reported  adverse  reac- 
tions to  PPA  recently,  and  a  third  of  them  were  over 

This  printout  from  the  Food  and  Drug  Administration  records 
1,040  reported  adverse  drug  reactions  to  products  containing  rr A 
Thirty  percent— 813— of  the  reported  cases  were  from  persons  over 
55.  The  reactions  range  from  headache  to  stroke  to  kidney  failure. 
Forty  percent  of  the  reports  of  cardiovascular  problems  were  from 
those  aged  55  years  or  older.  -    .     -  L  -t-t.- -» 

[See  app;  2,  P-  259  for  material  submitted  by  Representative 

G^akar  1 

Ms  Oakar  Dr.  Wolfe,  you  mentioned  that  of  the  over-the- 
counter  drugs  that  the  FDA  has  checked  out,  two-thirds  of  them 
proved  unsafe  and  ineffective?  , 

Dr  Wolfe;  One-third  of  the  top-selling  over-the-counter  drugs, 
almost  one-third,  have  ingredients  which  the  FDA  believes  lack 
evidence  of  safety  and  effectiveness.  . 

Based  on  our  own  review,  when  we  sent  this  information  all  over 
the  country  to  various  medical  experts  on  colds  and  stomach  prob- 
lems we  would  add  another  third.  One  of  the  biggest  ingredients  in 
the  second  third,  the  one  that  FDA  thinks  is  safe  and  effective  but 
which  we  don't,  is  PPA,  phenylpropanolamine.  There  are  a  lot  pt 
other  ingredients.  So  that  when  you  add  this  up,  what  we  re  talk- 
ing about  is  that  of  the  best^selling  jJroducts  in  the  country,  the  top 
466  drugs,  two-thirds  of  them,  slightly  over  two-thirds,  contain  in- 
gredients which  the  FDA  or  our  experts  or  both,  think  lack  evi- 
dence of  safety,  effectiveness,  or  both. 

Ms  Oakar.  Well,  if  this  is  true  in  so  many  over-the-counter 
drugs  that  are  sold  not  only  in  drugstores,  but  in  grocery  stoi-s 
and  all  kinds  of  little  outlets  

Dr.  Wolfe.  Airports:  .         ,  .... 

Ms  Oakar  [continuing].  Airports,  where  pharmacists  or  no  one 
with  an  insight  into  the  medical  background  is  around,  what 
should  be  done  about  those  that  have  already  been  proven  unsate 
and  ineffective?  Should  We  make  them  prescription  drugs?  My  bill 
addresses  the  gap  that  Cathy  mentioned  in  terms  of  over-the- 
counter  drugs,  the  fact  that  it's  voluntary  to  report  adverse  reac- 
tions on  the  part  of  the  drug  industry:  But  what  would  you  suggest 
we  do  for  the  American  public?  , 

Dr  Wolfe  Well,  one  symptom  about  what  should  be  done  can  be 
seen,'  as  you  mentioned  earlier,  in  the  FDA  not  showing  up.  We  are 
currently  in  the  U.S.  Court  of  Appeals  here  We  have  filed  suit 
against  the  FDA  because  we  believe  that  the  1962  drug  Jaw  which, 
as  you  mentioned,  requires  proof  of  effectiveness,  and  which  is  now 
21  years  old,  is  being  rampantly  violated  by  the  fact  that  all  ot 
these  drugs,  with  ingredients  lacking  evidence  of  effectiveness,  are 
stir  on  the  market  even  though  as  long  as  6  or  7  years  ago  panels 
of  experts  called  in  by  the  FDA  found  many  of  them  to  be  lacking 
evidence  of  effectiveness  or  safety.  ....  ...  - 

The  outcome  of  this  lawsuit  is  certainly  one  thing  which  might 
push  the  FDA.  We  won  or  at  least  settled  favorably  a  similar  law- 
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suit  on  prescription  drugs  where,  again;  we  were  arguing  that  the 
FDA  was  violating  the  19(52  drug  effectiveness  law  in  allowing  hun- 
dreds of  prescription  drugs,  also  lacking  evidence  of  effectiveness, 
to  be  on  the  market 

The  remedy  which  the  FDA  settled  out  of  court  was  to  add  i  •  § 
staff,  not  very  complicated,  to  set  some  deadlines,  and  to  put  top 
priority  on  the  drugs  that  were  the  biggest  sellers,  instead  of  just 
the  opposite,  which  was  going  after  the  small  guys  and  then  wait- 
ing on  the  bigger  ones  because  they  had  more  lawyers  in  Washing- 
tori. 

We  would  hope  the  same  kind  of  tight  time  schedule,  increased 
staff,  whatever  else,  might  occur  For  the  over-the-counter  drugs. 
Otherwise,  people  are  really  getting  defrauded.  As  I  said,  one-third 
of  the  top-selling  drugs  have  such  ingredients:  But  if  yau  look  at 
just  the  ingredients  alone,  because  the  FDA  review  really  doesn't 
look  at  products;  it  just  looks  at  ingredients,  fewer  than  one-fourth 
of  the  ingredients  which  have  been  reviewed  are  safe  and  effective 
for  their  intended  uses,  and  that's  why,  as  I  mentioned  earlier,  in 
many  ways  we  are  still  back  in  the  snake  oil  days. 

If  anything,  we're  worse  off  in  the  sense  that  instead  of  a  little 
wagon  called  "the  medicine  show"  which  only  reaches  as  many 
people  as  can  crowd  around  it,  we  have  television  which  is  able, 
through  false  and  misleading  advertising  such  as  has  been  men- 
tioned this  morning,  to  reach  millions  or  tens  or  hundreds  of  mil- 
lions of  people  with  messages  implying  or  stating  explicitly-  things 
that  aren't  true.  And  the  Federal  Trade  Commission  is  10  years 
behind  on  many  of  these  and,  in  some  cases,  hasn't  done  anything. 

So,  I  think  one  remedy  is  really  to  push  the  Government  agen- 
cies, the  FDA  and  the  FTC,  to  stop  breaking  the  law.  They  are 
breaking  the  law:  That's  what  we're  arguing  in  the  Court  of  Ap- 
peals here. 

Ms.  Oakar.  Thank  you.  Mrs.  Sachs,  thank  you  for  coming.  You 
indicated  in  your  testimony,  that  you  had  a  cerebral  hemorrhage. 
Would  you  use  the  microphone?  Thank  you. 

Mrs.  5achs.  Yes,  I  did. 

Ms.  Dakar.  And  you  are  still  feeling  the  after  effects  of  that  dif- 
ficult period? 

Mrs:  JSachs:  Yesr  I  really  am  in  many  ways. 

Ms.  Oakar.  And  what  was  your  health  like  before  you  started 
taking  diet  pills? 

Mrs.  Sachs.  It  was  extremely  good:  it  was.  You  know,  I  needed  to 
lose  a  few  pounds,  but  nothing  terribly  bad.  It's  just  that  my  son 
was  getting  married  and  J  wanted  to  loak  good,  and  I  thought  I'd 
lose  an  extra  10  pounds.  Before  that  my  health  was  excellent.  And 
I  still  don't  have  high  blood  pressure  or  any  pOhe  other  iHnesses. 

Ms:  Dakar:  You  did  not  have  any  otthe  systems  described  on  the 
back  of  the  package,  in  that  fine  print? 

Mrs.  Sachs.  Nothing.  No. 

Ms.  Oakar.  It  says  if  you  have  hypertension  and  any  tensions 
like  that  you  shouldn't  take  the  drug. 
Mrs.  Sachs.  Nothing  like  that,  no: 
Ms.  Oakar.  Did  you  say  you're  61. 
Mrs.  Sachs.  I  was  then,  ^es. 
Ms.  Dakar:  How  old  were  you  when  you  took  it? 
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Mrs.  Sachs.  I  was  fil  when  I  took  the  pills. 
Ms,  Oakar.  When  you  took  the  pills? 
Mrs.  Sachs.  Yes. 

Ms.  Oakar.  Did  your  pharamacist  recommend  Dexatrim  to  you? 
He  indicated  that  you  ought  to  try  this;  is  that  right? 
Mrs.  Sachs.  Yes,  he  did.  Absolutely. 

Ms.  Oakar.  I  see.  And  he  didn't  ask  your  age  or  anything  of  that 
nature? 

Mrs.  Sachs.  No,  he  didn't.  And  when  I  went  back  later  and  told 
him  I  had  a  cerebral  hemorrhage,  he  just  laughed  the  whole  thing 

of£_ 

Ms.  Oakar.  He  laughed  the  whole  thing  off? 

Mrs.  Sachs.  He  said  it  must  be  inherited  or  it  must  be  in  the 
family.  He  wasn't  going  to  admit  anything.  __  _ 

Ms.  Oakar.  I  would  like  to  commend  Howard  Babbush  and 
submit  for  the  record  the  legislation  he  introduced  to  forbid  over- 
the-counter  diet  pills  from  being  sold  to  minors.  I  admire  his  cour- 
age. I  understand  that  the  legislative  body  was  under  pressure 
from  the  diet  pill  manufacturer — even  though  that  manufacturer 
claimed  that  they  did  not  want  the  pills  sold  to  minors — who  lob- 
bied heavily  to  defeat  the  Babbush  bill 

[Material  submitted  by  Representative  Oakar  follows:] 
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(Prefiled) 
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Introduced  by  Sens,  BABBUSH,  BARTOSIEWICZ,  ,  BERHAN,  CONNOR,  CALIBER, 
LAVALLE ,  MARKOWITZ  —  read  twice  arid  ordered  printed,  arid  when  printed 
to  be  committed  to  the  Committee  on  Health 

AN  ACT  to  amend  the  public  health  lew*  in  relation  to  the  sale  of  phe- 
nylpropanolamine hydrochloride  in  diet  pills  or  liquids 

Tho    People  of  the  Stgto  of  New  York,  represented  in  Seriate  arid  Assem- 
bly i  do  sr.act  as  follows i 

1  Section    1.    The    public  health  law  is  amended. by  adding  a  new  section 

2  thirty-three  hundred  eighty- four  to  read  as  follows: 

3  .  §  3384.  Sale  of  substance  containing  phenylpropanolamine  hydrochloride 

4  (phenylpropanolamine  HCL) ,  I.  It  si...  11  be  unlawful  for  any    pharmacy  or 

5  other  retail  establishment  to  sell  to  any  per son  under  nineteen  years  of 

6  age  any  pills  or  liquids  labeled  as  intended  for  dieting  or  weight  loss 

7  which    contain    phenylpropanolamine    hydrochloride  (phenylpropanolamine 

8  HGL)-  unless;— lir^the  casq  of  a  pharmacy,  it  is  duly  prescribed  by  a 
_  9    1  icons od  phys ic 1 an .   » 

10  2.  A  violation  of  this  section  shall  be_a  misdemeanor. 

11  §    2.    This    act    shall  take  effect  on  the  first  day  of  September  next 

12  succeeding  tho  date  oh  which  It  shall  have  become  a  law. 


EXPLANATION -Matter  in  italics  (underscored)  is  new;  matter  in  brackets 

[  j  is  old  law  to  be  omitted.   
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AN  ACT: 


to  amend  the  public  health  law,  in  relation  to  the 

_   m  1   ...{•■<(*npPR. 


dispensing  of  certain  substances 

SUMMARY  OF  PRQVISiOfttrr 

This  bill  provides  that  over  the  counter.diet  pills  and 
appetite  suppressants  can  hot  be  sold  to  a  minor  under  the  age 
of  IB  without  a  doctor's  prescription- 

JUSTIFICATION: 

Many  school  age  children  who  may  be  unaware  that  they  are 
hypertension  victims,  or  who  have  a  prior  h»tor»  oJ_^pg^.rdx-f  are 
buying  over  the  counter  diet  pills,  not_fot_weighfr._reguJtion£_ 
EE  5  obtain  the  -high"  that  can  be  obtained  ^  the  high  level  of 
caffeine  and  other  chemicals  included  in  these  compounds.  In 
addition,  these  children  repack  the  diet  pills  to  "semble 
a  prescription  drug  and  sell  thera  on  the  street  to  other  minors 
who  "so  Sse  them  So  obtain  a  -high".    The  Federal  Government 
is  row.  investigating  ways_in  which  over  the  counter  .^t  pills 
and  other  -look  alikes"  can  be  prohibited.     Id.the  interim, 
before  comprehensive  legislation  can  be  developed,  ^  isessential 
to  restrict  sales.    At  present,  aiet  piUs  are  as  accessible 

as  candy:     but  children  ana  teens.who  use  them  to  obtain  a   

ouick  "hiqfi"  may  be  putting  themselves  in  serious  danger.  Because 
a  comPrenensiveyplanPcould^be  months  or  years  away,  this  temporary 
solution  is  essential  to  protect  minors. 

FISCAL  IMPLICATIONS*: 

None 

EFFECTIVE  PATSl 

 t  Q.al,  take  effect  on  the  first  day  of  September 

Thi8  lf  oate  on  which  it  shall  have  become  a  law. 

next  succeeding  u.s  aave 
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Ms.  Qakar:  bet  me  ask  Mrs:  Davis,  you  were  a  stroke,  victim  and 
I  notice  that  you  are  still  wearing  a  brace  as  a  result.  Is  that  as  a 
result  of  the  stroke  that  you  had? 

Mrs.  Davis.  Yes, 

Ms.  Dakar.  Arid  I  have  your  doctor's  testimony,  who  could  not  be 
here  with  you  today.  But  did  you  have  any  health  problems  before 
you  took  diet  pills? 

Mrs.  Davis.  No. 

Ms.  Oakar.  And  your  doctor  wasn't  aware  of  any? 

Mrs.  Davis.  I  had  just  had  a  baby  about  8  weeks  ago,  and  I  was 

26, 

Ms.  Oakar.  But  you  had  had  your  child. 
Mrs.  Davis.  Yes, 

Ms.  Oakar.  It  does  say  on  the  package  that  if  you  are  pregnant 
you  should  not  take  this.  Now,  what  did  you  do?  You  appealed  to 
the  drug  company  and  then  when  you  got  no  satisfaction  you  took 
them  to  court?  Is  that  what  happened? 

Mrs.  Davis.  No.  My  Congressman  had  wrote,  you  know,  when  I 
done  wrote  them  I  didn't  get  nothing  from  them.  So  I  got  my 
lawyer. 

Ms.  Oakar.  And  they  settled  out  of  court  with  you? 
Mrs.  Davis.  Yes. 

Ms.  Oakar.  Would  you  like  to  tell  this  committee  how  much  you 
were  able  to  get? 
Mrs.  Davis.  $1,000— what  was  it? 
Ms.  Zackery.  $125,000. 

Ms.  Oakar.  But  your  health  will  never  be  the  same,  will  it? 
Mrs.  Davis.  No. 
Ms.  Oakar.  I  see. 

Now,  you  attribute  the  problem  you  have  now  and  the  stroke 
that  yon  had  to  these  diet  pills;  is  that  correct? 
Mrs.  Davis.  Yes. 

Ms.  Oakar.  Thank  you  very  much,  Mrs.  Davis.  Ms.  Phipps, 
you're  a  nurse.  You  gave  us  some  technical-scientific  data  in  your 
report.  Did  you  go  to  a  doctor  when  you  noticed  your  heart  beating 
so  slowly? 

Ms.  Phipps.  I  noticed  that  my  heart  was  beating  very  slowly  and 
I  went  directly  to  the  hospital. 

Ms.  Oakar.  And  what  would  you  say  actually  happened  to  you? 

Ms.  Phipps.  The  way  the  physician  explained  it  to  me,  that  my 
blood  pressure  was  elevated  and  the  end  result,  it  caused  my  heart 
toJbeat  slower  than  normal: 

Ms.  Oakar.  Kathleen,  you  gave  us  a  tape.  Did  you  have  pressure 
placed  on  you  as  a  result  of  your  work  as  an  investigative  consum- 
er advocate? 

Mrs.  O'Reilly.  Personally?  No.  I  did  not. 

Ms.  Oakar.  Did  you  have  any  threats  of  lawsuits  or  anything  of 
that  nature?  -  _ 

Mrs.  O'Reilly.  Not  that  I'm  aware  of.  The  legal  points  that  I  de- 
scribed were  submitted  by  Thompson  Medical  to  NBC  and  we  re- 
sponded to  them. 

Ms.  Oakar.  You  have  with  you  Mr,  Adama  Wt^  were  a  little 
remiss  in  not  having  you  at  the  panel:  Are  you  suffering?  You're  a 
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reasonably  young  man:  Are  you  suffering  from  any  after  effects  as 
a  result  of  the  stroke  you  had?  _  _  ... 

Mr.  Adamo.  Fortunately  my  residual  effects  are  very  slight  in 
that  I  have  numbness  in  the  left  side  of  my  Face  and  the  back  of 
my  left  arm.  Those  are  permanent  and,  like_  I  fay^  I  feel  yer^  fortu: 
nate  that  I  do  not  suffer  with  more  serious  and  permanent  types  of 
reactions  from  my  episode. 

Ms.  O  AkA  r._  M  r .  Wort  ley?  Thank  you.  

Mr.  Wortley.  Thank  you,  Madam  Chairman. 

I'd  like  to  make  an  observation  for  Dr.  Wolfe  and  Mrs.  O'Reilly. 
In  a  recent  edition  of  the  International  Journal  on  Obesity,  an  arti- 
cle entitled,  "Three  Controlled  Trials  of  Weight  Loss  with  PPA," 
indicates  that  patients  taking  PPA  lost  significantly  more  weight 
than  those  taking  a  placebo,  4.64  pounds  compared  to  2.07  pounds. 
In  other  words,  that's  about  twice  as  much.  Would  you  agree  that 
this  would  seem  to  establish  the  effectiveness  of  PPA  for  losing 
weight?   

Dr.  Wolfe.  Well,  I  don't  think  anyone  said  that  PPA  doesn't 
work  at  all  over  a  short  period  of  time.  I  don't  know  what  article 
you're  referring  to  or  who  paid  for  it  or  who  did  it,  which  makes  a 
big  difference  in  terms  of  evaluating  it.  But  what  has  not  been 
prownjs  the  long-term  effect  over  months  and  months,  as  is  rec- 
ommended by  the  company. 

If  people  eat  less,  with  or  without  PPA,  they  mil  Jose  Weight. 
That  is  something  that  thousands  of  years  have  shown  to  be  true: 
The  question  is  long-term  effectiveness  and  if  you're  taking  it  for  a 
long  time,  the  risks  obviously  increase  over  vmat  they  would  if  you 
were  taking-it  for  a  short  time: 

As  I  say,  I  don't  have  the  article.  I  don't  know  which  one  you're 
referring  to. 

-  Mr:  Wortley.  I  have  the  article  here.  It  came  from  the  Medical 
College  of  Pennsylvania. 

Di\  Wolfe.  Who  was  it  sponsored  by?  Does  it  say  that?  Who  paid 
for  the  study? 

Mrs.  O'Reilly.  Arid  what  is  the  date  of  it? 

Mr.  Wortley.  April  13,  1982. 

Dr.  Wolfe.  Mr.  Wortley,  I  would  be  glad  to  look  at  the  study  and 
submit  comments  on  it,  if  that's  what  you  would  like.  Not  at  this 
momenLbecause  other-  

Mrs.  O'Reilly.  A  subsequent  panel  this  morning  of  experts  who 
are  very  familiar  with  the  specifics  of  each  of  these  studies,  I'm 
sure  will  be  able  to  respond  to  the  points. 

Mr.  WortlM-  So^pu  think  PPAis  safe^as  an  effective  nasal  de- 
congestant? When  it's  used  in  a  spray  form? 

Dr.  Wolfe.  In  the  book  I  mentioned  this  morning,  "Over-the- 
Cpuriter  Pills  That l  Don't ^Work,"  we  discuss  at  some  length  the  use 
of  oral  decongestants,  whether  it's  PPA  or  phenylephrin  or  others, 
and  the  point  we  make  is  that  first,  if  you've  got  a  cold  and  you 
just  have  a  runny  nose,  you  shouldn't  really  use  any  kind  of  decon- 
gestant. If  you  really  have  a  blocked  up  nose  and  might  be  at  an 
increased  risk  of  having  an  ear  infection,  for  instance,  especially  if 
you're  a  child,  it  may  make  sense  to  use  a  decongestant. 

Why  take  50  times  more  decongestant,  which  you  would  take  in 
an  oral  form,  such  as  Contac,  for  instance,  as  opposed  to  taking 
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bneTiftieth  the  dose  in  spray  or  nose  drops?  Nose  spray^  and  nose 
drops  can't  be  used  for  more  than  3  days  or  you  can  get  side  effects 
from  them.  But  the  point  that  was_made  earlier  is  that_one _thing 
which  differentiates  oral  decongestants  with  PPA  from  the  diet 
pills,  is  that  you're  going  to  use  them  Tor  a  much  shorter  period  of 
time.    _  _  _ 

That  is  true.  But  we  would  add,  why  use  them  at  all  when  you 
can  use  one-fiftieth  the  amount  in  a  nose  spray  or  a  nose  drop 
form,  reduce  the  safety  risks,  if  you  only  take  it  for  3  days,  or  less: 
Frequently  people  only  need  to  use  it  for  i  day. 

Mrs.  O'Reilly.  And  our  segment  specifically  recognized  the  gen- 
erally accepted,  principle  that  PPA,  used  in  a  cough,  cold  remedy, 
and  so  forth,  has  generally  been  found  to  be  safe  and  effective  as  a 
decongestant.  And  Dr.  Prout,  who  you  will  be  hearing  from,  who  is 
acknowledged  by  the  court,  in  the  Porter-Dieisch  case,  as  an  estab- 
lished medical  expert,  could  probably  elaborate  on  that. 

Mr.  Wortley.  We'll  look  forward  to  his  testimony.  I  yield  back 
the  balance  of  my  time, 

Ms.  Oakar.  Thank  you.  If  I  might  just  say  for  the  record,  the 
thrust  of  this  hearing  is  on  diet  pills.  We  don't  want  to  take  Mr: 
Lantos'  Contac  pill  away  from  him.  Mr.  Lantos? 

Mr.  Lantos,  Thank  you  very  much,  and  I  appreciate  the  Chair's 
assurance  that  Til  be  able  to  take  Contac  in  the  future, 

I  sort  of  am  interested  in  the  anecdotal  testimony  that  we  have 
received  from  some  of  our  witnesses,  and  obviously  my  reaction  to 
them,  as  I  tak.  it  everyone's  reaction  to  them,  t&  one  of  empathy 
and  sympathy  and  concern  and  understanding.  Each  of  you  have 
had  medical  problems.  There  may  or  may  not  be  a  cause  and  effect 
relationship  between  your  taking  pills  and  your  medical  problems. 
But  what  J  think  is  obvious,  and  I  was  particularly  intrigued  by 
yr  ur  testinic;^,_is  that  on  the  basis  of  your  experience  you  are  rec- 
ommending that  all  over-the-counter  medications  be  removed 
which  have  PPA,  and  I  do  not  think  that  you  have  the  qualifica- 
tions to  make  such  a  judgment. 

Dr.  Wolfe.  That  Is  why  I  say  it  is  my  judgment.   

Mr.  Lantos.  Well>  I  understand  that  but  there  are  230  million 
people  in  this  country  and  everybody  has  his  judgments,  and  in 
various  fields  such  as  airline  safety  or  the  safety  of  drugs,  we  are 
dealing  with  experts.  So,  I  would  like  to  confine  my  questioning  to 
Dr.  Wolfe  and  to  Mrs.  O'Reilly,  who  I  take  it  is  an  attorney? 

Mrs.  O'Reilly.  That's  correct,   

Mr.  Lantos.  You  have  no  training  as  a  physician? 

Mrs.  O'Reilly.  I  do  not. 

Mr.  Lantos.  And  you  have  no  training  as  a  scientist? 

Mrs.  O'Reilly.  That's  correct; 

Mr.  Lantos.  You  have  training  as  an  attorney? 

Mrs.  O'Reilly.  That's  correct.   . 

Mr.  Lantos.  Having  a  daughter  who  is  an  attorney,  I  have  high 
regard  for  your  training  in  the  legal  field. 

Dr.  Wolfe,  I'd  like  to  ask  you  to  address  the  question  of  obesity  as 
a  serious  problem  in  the  United  States.  The  figures  I  have  seen, 
and  I  have,  as  I  ajwaysdo,  jprepared  myself  for  this  hearing:  The 
figures  are  in  the  neighborhood  of  80  million  Americans,  depending 
on  how  you  define  obesity. 
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It's  self-evident  that  a  broad  spectrum  of  problems,  from  cardio- 
vascular diseases  to  cancer  ^re  related  in  varying  ways  and  in 
varying  degrees  to  obesity.  Studies  show  that  overweight  individ- 
uals have  a  much  higher  likelihood  of  developing  these  diseases,  of 
dying  of  these  diseases. 

Is  it  your  testimony  that  over-the-counter  diet  medications  have 
no  value? 

Dr.  Wolfe.  My  testimony  is  a  little  bit  different  than  that.  Every 
drug,  assuming  that  it  has  some  effectiveness,  has  a  benefit  and  a 
risk.  And  when  one  ^decides  on  whether  a  drug  should  be  on  the 
market  in  the  first  instance,  when  it  first  is  up  for  approval,  or 
whether  it  should  be  removed,  you  balance  the  benefits  and  the 
risks. 

In  the  case  of  PPA,  the  benefits  are  too  small  in  comparison  with 
the  risks,  for  it  to  stay  on  the  market,  in  my  judgment,  as  an  over- 
the-counter  drug,  and  I  think  you  will  hear  that  from  a  number  of 
other  physicians,  as  well  as  from  victims.  I  think  that  the  victims 
who  have^  suffered  in  ways  that  they  believe  are  associated  with 
the  drug  

Mr.  Lantos.  Could  I  stop  you  there? 

Dr.  Wolfe.  Yes.  They  have  as  much  right  to  speak  out  as  I  do. 

Mr.  Lantos.  Well,  everybody  has  the  right  to  speak  out  in  a  free 
society:  The  question  I  have,  which  as  a  logician  disturbs  me,  is 
that  we  have  testimony  of  cerebral  hemmorrhage,  of  strokes,  and 
every  one  of  these  insta^  episode.  My_ques: 

tion  is  are  there  studies  indicating  that  you  are  aware  of,- that,  for 
instance,  strokes  occur  more  frequently  in  that  segment  of  the  pop- 
ulation that  takes  diet  pills  than  in  the  segment  of  the  population 
that  doesn't  take  diet  pills? 

Dr.  Wolfe.  There  has  not  been  that  large  kind  of  prospective  epi- 
demiological study.  I'll  tell  you,  Congressman  Lantos,  the  thing 
that  concerns  me  the  most  was  the  study  I  mentioned  briefly 
before   

Mr.  Lantos.  But  could  I  just-^ — 

Dr.  Wolfe.  Wait.  I'm  answering  your  question. 

Mr.  Lantos.  Please  go  ahead.       

Dr.  Wolfe  [continuing]  The  study  in  perfectly  normal  people, 
medical  students,  as  I  said,  if  medical  students  can  be  deemed  as 
normal.  They  did  not  have  any  high  blood  pressure.  And  when  they 
took  amounts  of  this  drug  that  are  pretty  much  in  the  same  range 
that  we're  talking  about,  a  number  of  them  had  dangerously  high 
elevations  of  blood  pressure  after  just  one  pill.  If  this  were  to 
happen  in  an  older  person,  I  could  well  imagine  that  might  be  one 
mechanism  whereby  they  v  ould  have  a  stroke. 

So,  if  you  take  a  very  well-controlled  study  on  normal  people  and 
combine  it  with  a  series  of  anecdotes,  as  you  call  then?,  in  which 
people  very  shortly  after  taking  ^jue  or  more  of  these  pills,  have  a 
stroke  or  something  else,  the  evidence  begins  to  mount. 
_ Whether  or  not  we' re  _goiri£  to  have  the  perfect  stud}^  that  you 
are  suggesting  would  Be  nice  to  have,  and  i  would  agree,  is  a  differ- 
ent question,  and  whether  or  not  we  should  wait  that  long  and 
have  more  and  more  anecdotes  and  more  and  more  strokes  until 
then,  is  another  question.  It's  an  ethical  as  well  as  a  public  health 
question. 
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The  reason  more  and  more  people  are  suggesting  let's  get  this 
stuff  off  the  market  as  an  over-the-counter  weight  reduction  pill  is 
that  they  think  that_  even  though  the  evidence  isn't  perfect,  it's 
enough  to  take  some  action; 

Mr.  Lantos.  You  see,  the  difficulty  with  the  anecdotal  evidence 
to  a  layman  such  as  Mrs.  O'Reilly  or  myself,  who  are  not  trained  in 
the  realm  of  medicine,  bnt  in  other  fields,  at  least  I  have  difficulty 
with  this,  in  that  I  could  visualize  a  panel  of  four  individuals  with 
equal  sincerity  relating  to  us  how,  having  been  obese,  they  had  a 
great  deal  of  difficulty  in  their  personal,  social,  economic  lives,  as 
is  obviously the  case  in  Americs^ society,  arid  by  the  successful  _re: 
suits  that  they  obtainedr  through  taking  these  over-the-counter 
medications,  as  prescribed,  they  are  how  psychologically,  socially, 
economically  and  every  other  way  functioning  in  a  much  more 
happy,  satisfying,  fashion: 

Therefore,  the  anecdotal  evidence,  although  it  evokes  empathy 
and  certainly  sympathy  in  many  instances,  as  far  as  this  Member 
is  concerned,  is  of  no  relevance  with  respect  to  the  issue  of  devising 
public  policy. 

Dr.- Wolfe:  You're  talking  about  the  anecdotes  that  people  say 
they  feel  better  because  they  have  lost  weight? 

Lantos.  No, I'm not  .talking ^about— —  

Dr:  Wolfe.  Those  are  anecdotes  that  are  all-right,  is  that  what 
you're  saying?  There  are  two  kinds  of  anecdotes? 

Mr.  Lantos.  No,  I  am  not  suggesting  that.  And  I  am  surprised 
that  that  was  your  interpretation  of  what  I  am  suggesting:  All  I  am 
suggesting  is  that  anecdotal  evidence,  pro  or  con,  is  interesting  and 
worthwhile  insofar  as  that  relates  to  specific  individuals. 

What  we  are  dealing  with  is  a  substance  which  is  taken  by  mil- 
lions and  millions  .and  mjllipiis  _b_f_  Americans  bri  a  regular  basis.  I 
do  wish  to  go  back  to  Contac,  because  never  having  taken  a  diet 
pill,  I  can't  have  anecdotal  experience  to  relate  to  you.  But  I  can 
with  respect  to  Contac.  It  is  probably  my  failure  to  read  the  label 
carefully,  but  I  can't  tell  you  what  manufacturer  manufactures 
Contac.  I  don't  know. 

What  I  do  know  is  that  it  has  been  very  effective.  It  has  been 
very  effective  and  it  contains  PPA  and  I,  as  a  citizen,  would  be 
deeply  reseri tf til  bf_the  FDA  were  it  to  remove  it  f ront  the  counter, 
from  the  Safeway  grocery  store  counter,  where  I  buy  my  Contac  as 
I  need  it,  because  I  believe  that  I  and  millions  of  others,  having  a 
bad  cold,  can  make  an  intelligent  judgment  as  to  whether  we  wish 
to  take  them  or  whether  we  don't  wish  to  take  them. 

Dr.  Wolfe.  Who  recommended  removing  Contac  from  the  mar- 
ketplace? I  did  not  recommend  removing  Contac:  Did  you  think 
that  I  did? 

Mr.  Lantos.  But  it  contains  PPA._  

Dr:  Wolfe.  Yes,  but  the  recommendation  was,  as  I  guess  ^didn't 
make  clear  that  when  you  look  at  a  product  you  balance  the  bene- 
fits versus  the  risks.  When  you're  looking  at  PPA  in  diet  pills,  I 
believe,  and  many  others  do,  that  the  risks  overbalance  the  bene- 
fits, arid  it  is  in  that  specific  sense  that  we  are  recommending  that 
it  should  not  be  allowed. 
Mr.  Lantos.  Yes,  but  

Dr.  Wolfe.  You're  raising  a  different  kind  of  issue. 
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Mr.  Lantos.  No,  I'm  raising  an  identical  issue,  and  the  issue  that 
I  am  raising  is  that  there  are  millions  of  people  who  voluntarily 
take  these,  purchase  these  pills,  take  them,  and  presumably  find 
sufficient  benefits  from  them  that  they  keep  buying  them,  they 
keep  telling  their  friends  to  buy  them.  Otherwise  there  would  not 
be  10  million  or  whatever  the  figure  is,  people  who  take  them, 

Dr.  Wolfe.  Well,  let  me  just  respond  to  that.  The  scMJaUed  mar- 
ketplace test  which  you're,  raising,  and  which  many  others  raise, 
particularly  people  in  the  drug  industry,  is  not  valid  For  a  number 
of  reasons.  One,  many  products  contain  more  than  one  ingredient 
and  it's  possible  Jthat  one  ingredient  is  what  is  working  and  the  ad- 
ditional one  isn't.  That's  why,  as  I  mentioned  before,  most  of  those 
products,  many  of  the  products  on  the  market  now,  are  illegally  in 
the  market  asjar  as  we're  concerned,  because  they  may  have  four 
ingredients.  Three  may  be  effective;  one  may  be  not.  The  market- 
place would  say  this  works;  Jet's  keejgusiitg  it.  But  the  marketplace 
would  be  glad  if  it  got  the  three  instead  of  the  four,  possibly  for  a 
lower  price.     

Mr.  Lantos.  I  think  that's  a  very  v.; lid  point.  Could  1  stop  you  on 

that? 

Dr.  Wolfe.  You  can  stop  me  wnerever  you  want.  

Mr,  Lantos.  If  there  are  four  ingredients  and  three  are  effective, 

and  the  fourth  

Dr.  Wolfe.  Is  not.  _    -  _.  ...       -  - 

Mr.  Lantos.  Is  not  effective,  even  dangerous,  what  is  the  benefit 
from  the  point  of  view  oi  the  manufacturer,  of  insisting  on  retain- 
ing the  fourth,  dangerous  or_ine_ffective,  ingredient?  _ 

Dr.  Wolfe.  I  think  you'd  have  vo  ask  the  manufacturers,  My 
answer  would  be  that  one  of  the  reasons  we  have  300,000  different 
over-the-counter  drug  products  is  that  the  thing  that  differentiates 
most  of  them  from  one  another  is  the  additional  ingredient,  lacking 
evidence  of  safety  and  effectiveness.  The  thing  that  is  unique  about 
Anacin  is  that  Anacin  has  caffeine  in  it.  ... 

If  they  had  to  say,  when  you  saw  ah  Anacin  ad,  Anacin  is  just 
plain  aspirin,"  do  you  think  that  they  would  sell  $60  million,  $70 
million  worth  a  year?  So-  the  answer  to  your  question  is  _th|t  the 
market  fixture  of  many  of  these  products  is  based  on  that  addition- 
al ingredient  and  they  don't  wa  :t  to  let  go  of  them  very  readily. 
They  will  be  forced  to  let  go  of  th-rm  when  the  FDA_  finally  reguires 
these  ingredients  to  be  removed  from  the  market  because  they  lack 
evidence  of Safety  or  effectiveness.  . 

So,  the  answer  is  that  companies  know  thev  can  keep  selling  and 
making  money  from  these  products  that  are  "unique,  even [  though 
the  uniqueness  is  with  an  ineffective  ingredient,  and  they  therefore 

vrtJLdo it.  _  

Mr.  Lantos.  Are  you  suggesting  that  the  use— 

Ms.  Oakar.  Excuse  me.  Would  you  just  excuse  me,  Mr.  Lantos, 

for  1  second?    _    -    -    m   L  *  c 

We  do  have  to  leave  this  room  at  1  o  clock.  We  have  a_  team  ot 
medial  experts  n?\  bi:;ialf  of  the  industry  and  those  who  may  ^r 
may  not  agtri  the  industry.  I  would  really  like  to  limit  the 
time  now,  if  we  could.  I  think  some  of  the  questions  about  s'  adies 
can  be  addressed  tc  the  industry  and  to  others  who  are  medical  ex- 
pert?, v;  ho  have  done  the  appropriate  studies. 
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Mr.  Lantos.  That's  fine,  Madam  Chairman. 
Ms.  Oakar.  Thank  you,  Mr:  Lantos. 
Ms.  Ferraro? 

Ms.  Ferraro.  Might  I  suggest,  Madam  Chair,  that  perhaps  we 
should  observe  a  5-minute  rule  for  each  of  the  members  during  the 
course  of  the  questions?  

Ms:  Dakar:  Right  After  you  we  wiik 

Ms.  Ferraro,  Well,  I'll  keep  myself  down  to  5  minutes. 

I  just  wanted  to  s;>y  to  Tom  that  I'm  sure  Safeway  and  Contac 
are  delighted  by  his  endorsement  today,  and  I'm  going  to  subject 
him  to  another  anecdote.  When  I  stopped  smoking,  about  14  years 
ago,  I  put  on  a  pound  here  and  a  pound  there  and  a  pound  every- 
place else,  and  decided  I  was  going  to  lose  10  pounds  and  went  to 
take ;  diet  julls.  And  what  I  did  was— it _was amazing.  1 ^  J;an  recajl 
talcing  them  for  like  3  days  and  my  heart  started  beating  very  fast 
and  I  cleaned  my  house  as  if  I  was  a  commercial  for  the  white  tor- 
nado. I  mean  I  just  went — I  couldn't  believe.  I'd  be  up  very  early  in 
the  morning  and  i  couldn't  sleep  at^  night:  And  1  decided  that  1 
didn't  want  to  become  a  nervous  wreck,  so  I  stopped  taking  them 
and  immediately  upon  stopping  taking  -them  the  symptoms 
stopped.  Of  course,  I  didn't  lose  any  weight.  But  at  least  I  was  not  a 
total  wreck. 

Now,  I  am  a  very  healthy  person.  I  had  never  had  a  problem 
with  shortness  of  breath  or  any  of  those  other  things  that  started 
and L  stopped  with  the  star^  don't  like 

those  things  and  I  ^would  like  to  see  them  off  the  market.  But  I  just 
v/ant  to  question  Ms.  Phipps. 

Had  you  not  been  a  nurse  would  you  have  recognized  your  symp- 
toms as  being  dangerous? 

Ms.  Phipps.  Probably  not. 

Ms.  Ferraro.  Had  you  not  gotten  medical  treatment  as  quickly 
as  you  did,  what  would  have  been  the  result? 

__Ms-  Phipps. .  Possibly  a  stroke  could  have  happened.  It's  very  hard 
to^ay:  JJut  probably  a  stroke: 

Ms.  Ferraro.  In  any  of  your  cases  had  you  asked  for  doctor's  su- 
pervision while  you  were  taking  those  pills?  I  know  I  didn't.  So, 
you  know— did  you? 

Ms.  Phipps^  No,  I  did  not.  

Ms.  Ferraro.  Had  you,  had  any  of  you,  had  doctor's  supervision 
while  you  were  taking  the  pills? 
Mrs.  Sachs.  No.  

Ms.  Ferraro.  No?  Had  you  had— had  you  been  to  the  doctor  just 
previous  to  that?  You  were  pregnant,  Mrs.  Davis,  so  you  had  been 
to  the  doctor. 

Mrs.  Davis.  My  baby  was  already  6  weeks  old. 

Ms._FEMARo.  _Qh,  so l  it  was  After  the  bal^.  So  you  had  already 
been  back  for  your  checkup  and  everything  else  and  you  were  in 
good  shape.  Your  blood  pressure,  when  the  doctor  checked  you,  was 
not  high  at  that  time? 

Mrs.  Davis.  No. 

Ms.  Ferraro,  At  your  checkup  after  the  baby?  

Mrs.  Davis.  I  started  taking  pills  after  my  baby  was  6  months 

old.. 

Ms.  Ferraro.  OK. 
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Mrs.  Davis.  Six  weeks  bid, 
..M^.Ferraro^  Six _weefe  ojd.  But  had  you  gone  back  to  the  doctor 
for  yourvisit  after  having  the  baby? 
Mrs.  Davis.  No!. 

Ms.  Ferraro.  No;  but  when  you  were  in  the  hospital  your  blood 
pressure  was  OK? 
Mrs.  Davis.  Yes. 

Fe?Rar_CK  So ^you  had  not  had  a  problem.  So  there  was no i  his- 
tory ^nd  it  was  rather  a  recent  check  that  you  had  not  gotten  high 
blood  pressure  before  that  point.  It  was  one  that  you  feel  that  was 

connected  with  taking  the  pill.  

_fcet  me  ask  you,  Dr.  Wolfe,  you  da  not  suggest  taking  every  drug 
off  the  market  that  has  PPA,  do  you? 

_  Dr.  WoLPE^  We l  haven't ;_made  that  sugg^tidn.  As  I  said,  in  this 
book  what  we've  said  is  that  we  think  that  it's  safer  and  as  or  more 
effective,  when  we're  talking  about  the  nasal  decongestants,  which 
is  the  other  big  category  of  drugs  that  hay^  PPA*  to  take  the  spray 
or^  the  drop  form.  But  we  have  not  suggested  taking  that  form  of 
PPA  off  the  market. 

We  agroe  that  it's  a  much  shorter  period  o$  use,  a  day,  two, 
three,  as  opposed  to  months  or  longer,  and  therefore  thu  risks  are 
fewer.  There  have  been  problems  associated  vixth  it  hut  the  whole 
nature  of  the  use  is  such  that  the  pro^leiA;-,  I  duht  think,  are  as 
great  as  with  the  diet  pills. 

Ms.  Ferraro.  With  the  diet  pills,  it  seeras  to  me  that  you  would 
not  want  to  eliminate  totally  an  accessory  for:  appetite  control  from 
the  market.  But  it's  just  the  fact  that  you'r?-  Concerned  about  these 
particular  accessories. 

Dr.  Wolfe.  Or  their  predecessors.  Amphetamines  are  the  pred- 
ecessors. 

Ms.  Ferraro.  Well,  the^question  is  how.  does  the  FDA  get  to  the 
point  where  it  can  allow — what  are  they  doing  wrong  in  testing,  in 
your  view?      

Dr.  Wolfe.  Well,  the  FDA  doesn'tdo  anything  wrong  in.  testing 
because  they  don't  do  any  testing.  •  What  gbss  wrong  is  that  the 
tests  that  are LSUjjmitted_J^_  the  companies  are  often  poorly  done. 
One  of  the  reasons  why  it  takes  drugs  longer  to  get  on  the  market 
is  that  the  FDA  has  to  send  back  to  the  companies  poor  quality 
studies.  

In  this  case  I  think  that  a  mistake  was  made  by  the^panelof  ex- 
perts who  evaluated  the  studies,  particularly  on  the  safety  of  these 
drugs,  and  to  some  extent  on  the  ef&c_tiveness._Aild J_b^ieve_t_hat 
this  hearing  is  going  to  provide  a  reason  for  reopening  those  hear- 


_  Ms.  Ferraro. .  But  nl^pdjnt  is  this:  That .there's Ldbyidusly  some- 
thing wrong  with  the  procedure  for  this  to  get  through  and  for 
other,  even  prescription  drugs,  to  get  through. 

Dr.  Wolfe.  The  scope  of  use  has  increased a  lot.  I  agree  with  the 
statement  that  the  F&Lhas  a  lot  of  dedicated  civil  servants:  Most, 
if  not  all,  of  them  are.  But  the  problem  is  that  when  the  decision 
was  made  dn_  this ^  ingredient,  the  use _was  jipwhere  Jiear  ^  ^teii: 
sive  as  it  is  now  and,  unfortunately,  it  has  taken  that  widespread 
use  to  collect  the  amount  of  information  that  is  now  collected.  So,  I 
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think  that  they  might  make  a  different  decision  today,  and  I  hope 
they  will. 

_  Ms.  Oarar.  Could  I  just  correct  brie  thing?  There  is  rib  decision 
oruthese  drugs. 

Dr.  Wolfe.  It's  not  been — there's  no  final  monograph  yet. 

Ms.  Oakar.  That's  right^  

Dr.  Wolfe:  But  their  tentative  decision  was  to  say  that  it  was  in 
category  1,  or  safe  and  effective. 

Ms^  Ferraro.  _WeU,  it  jeeffis  to_m^ 
perhaps  look  at  some  oversight  as  far  as  what  the  FDA  is  doing  as 
far  as  their  procedure  is  concerned.  It's  riot  up  to  us  to  take  a  drug 
off  the  market.  It's  put  to  them,  to  make  sure  that  it's  safe  before 
it's  j>ut  on  the  market.  Thank  you,  Madam  Chairman. 

Ms.  Dakar.  Thank  you.  Arid  I  want  to  thank  the  panel,  particu- 
larly the  victims,  who  came  from  over  the  country  to  be  with  us 
today.  It  was  a  hardship  to  get  here:  Thank  you  very,  very  much:  I 
would  also  like  to  submit  for  the  record  some  letters  I  have  re- 
ceived from  other  victims  of  diet  pills. 

25  Stonegatf  Road, 
Ossining,  N.Y,  July  22,  19X3. 

Mr.  Daniel  Rosen  slum, 
Sta  ff  Assistan  t 
Congress  of  the  United  States. 
Washington.  B.C. 

Dear  Mr.  Rosenblum:  As  per  my  husband's  telephone  conversation  with  you,  I 
am  submitting  abatement  which  I  nope  will  help  yqu^at  the  hearing. 

Sometime  in i  September  1981,  I  had  decided  to  take  Dexatrim  to  lose  weight.  I  had 
taken  about  />_  or  6  pills  over  a  period  of  10  days. 

_  One  morning.  I_  began  v  i  have_these  violen t  hea&ches_and_nau_sea.  j  _have_  never 
h  ad  t  h  is  feel  i  n  g  be  fore.  The  .flawing,  day,  I  went  to_  work  when  .again  this  Jfeeting 
came  over  me:  One  of  my  co-wo»kers  took  me  to  my  doctor.  Upon  examining  me  and 
my  telling  him  what  I  had  taken  and  the  symptoms  I  had,  Dr:  Heckman  thought  it 
might  have  been  from- the  Dexatrim.  He  told  me  to  go  home  and  rest.  He  would  not 
prescribe  any  medication,  for  fear  of  triggering  off  another  headache.  That  evening 
every  hour  on  the  hou  r,  I  kept  having  the  headaches  and  nausea.    

The  following  morning,  upon  awakening  I  again  started [  with  the  same  headaches. 
I  was  si  tt  ing  _i  n  bed  a  nd  _  my_  hands  became,  pa  ralyzed— they  we  re  in  _a  locked  posi- 
tion, at  which  time  I  thought  L was  having  a  stroke^-or  dyings Mxhusband  and_I 
became  hysterical.  He  immediately  called  Dr.  Heckman  who  informed  us  to  go  to 
the  hospital  where  Dr:  Weintraub,  a  neurologist  would  meet  with  us.  Dr:  Weintraub 
felt  after  examining  me  and  his  past  experience  with  this  type  of  case,  my  condition 
was  due  to  the  Dexatrim. 

I  am  very  sorry  that  I  am  unable  to  appear  at  the  hearing,  but  I  wish  you  every 
success  in  your  crusade  and  if  there  is  anything  more  I  can  do,  please  do  hot  hesi- 
tate to  call.  

Very  truly  yours,   

Lorraine  Michaeus. 


Bruce  H.  Heckman,  M.D.,  MPH., 

Ossining,  N.  Y.\  July  W,  IMS. 

Congresswoman  MaryJRose  Oakar, 

Rpyburn  Building. 
Washington,  f>.C, 

_  Dkar  Coj^GRESswo  had  the  onset  of.  a  .severe 

pounding  Jieadache_on_9/®/8i._She  was  seen  by me on  10/1/81  with  hot  sweats, 
nausea,  vomiting  and  some  diarrhea._She  _aiso_had_som_e_ pai_n_in  _the_  upper__chest. 
She  was  given  Fiorina!  with  no  real  response.  The  headache  became  severe  again  on 
ID/ 2/81  and  she  was  seen  by  a  neurologist  in  emergency  consultation,  Dr.  Michaei 
Weintrauh.  Au  electrdericephalbgram  and  computerizea  tomography  of  the  brain 
were  performed  and  were  normal.  Slowly  the  headache  dissipated  over  time. 
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The  feeling  of  both  Dr.  Weintraub  and  myself  is  that_Mrs.  Michaelis'  headaches 
were  precipitated  by  taking  an  over-the-counter  "diet  piii"  containing  phenylpro- 
panolamine. 

It  is  my  opinion  that  these  medications  should  be  removed  from  the  market  since 
their  potential  for  causing Jife^threateriirig  illness  and  abuse  far  outweigh  its  long- 
term  beneficial  effects  in  weight  loss. 

Sincerely,  _  _   

Bruce  H.  Heckman,  M.D.,  MPH. 


Michael  L  Weintraub,  M.D.,  F.A.C.P.,  P.C., 

Briarciiff  Manor,  N.  Y.,  July  i7t  1983. 

Hon.  Mary  Rose  Oakar,  

Congress  of  the  United  States, 
House  of  RepresentaV.ves, 
Washington,  D.C. 

Dea r  Representati v  e  Oa k A R :  L am  sorry  that  I  cpu Id  not  attend  you r  heari  ngs. 
In  my  discussions  with  Daniel  Rosenhlum,  he_  indicated  ihataletter  might  Jse  of 
some  benefit  to  »v>u  and  your  committee.  Briefly  PPA  is  an  active  ingredient  in  diet 
pills  and  mzj  combined  with  caffeine:  Ita  alleged  action  is  "to  help  people  lose 
weight"  in  wrnatibri  with ^an i  appropriate  diet.  This  drug  has  a  similar  chemical 
ForniiJa  U  •  -  phetamine,  which  is  "speed"  or  an  "upper."  These  pills  achieve  a 
High  Hy  tii  stimulatory  effects  oh  both  the  brain,  heart  arid  muscu lb-skeletal 
syste 1  bus.,  it  js  _n ot  su rprisi ng  to  see  some  bqdi ly f  response  to  this  rri edica  tibri, 
ha,.:  <  i.  »r  r iy  on  dosage _bu t  alsp_  i ndj vid uaj  se_nsi_ ti v i ty.  In  the  m  edica!  literatu  re 
headaches,  rapid  heart  rate,  arrthymias,  palpLtations^_ci)nvuisionsl__ps^chosis  and 
death  have  been  reported.  Many  people,  in  fact  the  majority,  do  not  consider  this 
medication  when  questioned  in  routine  medical  examination:  They  are  unaware 
that  these  pills  may  produce  bodily  changes,  rather  than  the  "alleged"  weight  re- 
duction. Thus  it  is  riot  uncommon  that  physicians  iri _  practice _wiH  encounter  pa- 
tients who  are  on  these  pills  andi  who i  may be .symptomaUc  with 
thereof.  I  have  been  exposed  to  j&veraj.  pa  tie nts  who  _hay  e  encbu  n  tered  com  plica- 
tions with  PPA.  As  you  know  i  interpreted  a  CAT  scan  on  Lorraine  Michaelis  who 
was  sent  by  her  physician  for  u-isr  f*wd  headaches,  to  rule  out  stroke  and_  tumor. 
This  test  was  normal  arid  I  wn^hl  ~Uj  r-;_ie"e  her  anxiety  about  these  results,  as  we 
speke  she  informed  me  thai  she  was  taking  dexatnm,  etc.  and  experienced  severe 
headaches,  sweating  and  pupillary  dilation.  I  told  her  that  this  was  probably  second- 
ary- M  her_  diet  _pi  I  Is,  .because of  the  sUfti  latbry  s  true tu re  of  the  rri  edica tibri .  I  also 
informed  _her  that  I_had  other  paltjentswho  had  some  neurological  syrriptbrris  as^a 
result  of  this  medication.  I  did  not  formaliy_e_valuate  Mrs.  Michaelis  but  only  per- 
formed a  CAT  scan  at  the  request  of  her  physician.   

As  I  mentioned  I  know  of  other  complications  with  PPA  induced  convulsions,  It  is 
riot  surprising  that  this  "mild"  stimulant  Would  achieve  a  "moderate  or  severe" 
stimulates  effect  on  the  grain  cells  which  can  produce  a  spectrum  of  a  "high"  or 
jitteriness  or  convulsions  or  hallucinations  or  frank  phychosis.  Often  these  drugs 
produce  observable  rhythm  changes  on  the  electroencephalogram  (EEG)  and  I  have 
seen  this.  One  of  my  patients,  Donata  Taylor,  who  was  previously  healthy  took  PPA 
to  achieve  weight  Joss.  She  had  grand  mal_seizu_res_w_ith  EEG  changes.  I  believe  that 
PPA  included  u  stimulating  bombardment  of  irritation  taJier_brain_  cells,  that ,  ulti- 
mately culminated  in  her  having  convuteions:  The  cells  became  so  overwhelmed* in 
a  susceptible  individual,  that  they  released  all  their  energy  into  a  clinical  seizure. 
Many  patients show  excess  beta  activity  bri  their  EEG  while  on  PPA. 

The  brain  centers  for  cardiac  function  can  be  stimulated  by  PPA  and  they  pro- 
duce cardiac  irre^larities  which  can i  culminate  in  .death.  Recently  we  had#  a  teen- 
ager who  took  an.  overdose  of  Dexatrim  and  was  admitted  to  the  IUU  for  this  cardi- 
ac arrythmia.  She_almost  died.   ,__   __  _: 

As  you  can  see  there  is  a  broadapectrunLaf.cHnca]  responses  that  any  individual 
may  develop  and  there  is  no  way  to  predict,  who.  is  _suspceptibje_and__at  what 
strength  of  dosage.  As  with  any  medication,  abuse  occurs  and  consequently  with- 
drawal states  can  arise  when  the  medication  is  discontinued. 

I  fee]  your  committee  has  an  important  task  and  should  arrive  at  a  decision  re- 
quiring a  prescription  for  this  drug.  I  also  feel  thiare  is  a  more  important  overriding 
issue— do  these  pills  serve  any  purpose  and  specifically  do  they  achieve  weight  loss? 
To  the  best  of  my  knowledge  there  is  no  medical  evidence  that  statistically  demon- 
strates that  these  pills  work  better  than  placebo,  diet,  exercise  etc.  Since  overweight 
status  and  obesity  is  a  multifactorial  phenomena  that  is  chronic,  how  does  a  three 
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week irial  serye_any  useful  purpose?  I  strongly,  jeej.  that  your ^committee  recommend 
that  a  multi-center  short  term  trial  be  set. up*  undex^_vejcnm5nt_sjjperyision_j^ 
NIH;  with  age-match  ?d;  psychologically  matched,,  weight-matched  controls  to  deter- 
mine if  these  drugs  are  effective:  The  results  of  this  study,  including  complications, 
will  become  clearcut  and  the  appropriate  decisions  can  then  be  made. 

The  above  represents  my  honest  opinions  bri  the  matter  of  PPA.  Your  reputation 
for  hard  work,  determination  arid  honesty  have  my  utmost  respect. 

With  best  wishes. 

Michael  I.  Weintraub,  M.D., 

Clinical  Professor. 


Johnson  Greek,  Wis.,  May  14,  1982. 

Food  and  Drug ^  Apministration, 
DockeLs  Management  Branch, 

Rockville,  Ma\  _  _      _    ... 

Dear  Sirs:  Before  you  make  your  final  decision  as  to  whether  or  not  P.P.A^shbuld 
be  allowed  in  O.T.C.  drugs  and  medications,  I  would  like  to  relate  what  happened  to 

me.    

_ . _I  .started, taking  Dietac  to__  lose  .weight  _an_d  .followed  label  d_i rection s,  _  taki ng  one 
time- release  capsu le  a  day, Jeach  _ccoitain_ed_75 mg.  RRA._ and  SQOmg,  caffeine.}  

0n  Jan  lary  19,  1981,  buffered  with  what  was.diagnosed  as_a_stroke,_Hospitaliza- 
tion  and  a  battery  of  tests  revealed  an  area  of  damage  to  the  blood  vessels  in  the 
right  side  of  my  brain:  Because  I  was  only  28,  healthy  and  with  no  history  of  medi- 
cal-problems, my  doctor  was  puzzled  as  to  the  cause: 

Oh  Octoter  19,  1981,  I  heard  a  report  on  the  radio  linking  P:P.A>  Usage  with  high 
blood  pressure,  persbriaiity  cjiariges  and  stroke.  I  got  in  touch  with  the  Center  tor 
Science  in  the  Public  Interest,  who  had  released  the  report.  They  have  been  a 
wealth  of  information  read*  the  more  convinced  I  became  that  my 
stroke  was  probably  .caused  by P.P.  A.  usage.  

I  know  I  am  not  alo_aeJ_There_are_jnaiiy_pej)ple_ who  have  suffered  medical  prob- 
lems for  no  apparent  reason,  except  for  using: a_ product  containing  T J*. A^  

I  feel  that  it  there  is  even  the  slightest  bit  of  douht  concerning  the  safety  of  ihe 
use  of  a  product,  then  it  should  not  ^e  allowed  in  an  O/TjC:  item.  If  the  F.D.A.  is  to 
err  ih4ts  decision,  it  would  i>e  much  to  better  to  err  on  the  side  of  safety,  and  not 
allow  P.P.A.  to  be  sold  in  O.T.C.  products. 
Sincerely, 

Frank  Adamo. 


My  name  is  Donata  Taylor  and  I  am  eighteen  years  of  age,  having  been  born  on 
February  7,  in  Port  Ch ester,  New.  Yos  k.  At  the  time  I  became  ill  about  two 
years  a£o  from  taking  diet  pills,  I  lived  with  my  parents,  John  and  Patricia  Taylor 
on  Baldwin.  Place  in  Mahopae^  New  York.  J  was.  sixteen  veais  of^ge  at. the  time. 

I  am  S':r  tell  and  two  years  ago  weighed  about  140  Jbs.  J  .felt  JL^vas.  over- 
weight arid  wanted  to  lose  weight,  so  I  went  to  a  local  drugstore  in  Mahopac*.New 
York,  arid  looked  ^rouiicl  oa  the  CvuUtv.'s  for  some  sort  of  pills  that  would  help  me 
lose  weight.  I  picked  out  the  DexUcriiri.  I  chose  that  brand  myself,  no  one  recom- 
mended it  to  me.  I  followed  the  directions  arid  begari  taking  these  pills  according  to 
the  directions,  one  each  day.  This  went  bri  for  about  brie  mbrith  or  brie  arid  a  half 
months  when  I  became  ill.         _    _    .  - 

I  had  jbeen  home  the  night  before  and  I  believe  it  was  bri  a  weekend  in  April* 
1981.  I  had  a  good  nights  sleep  and  got  up  as  usual  at  7:00  A.M.  I  suddenly  felt 
tired*  really  tired,  and.  1  we n t_  to _ my_  room  to  Lay  down  an d  go  to  sleep.  This  was 
about  10:00  A.M.  I  woke  up  about  2  hours  later  and  began  to  go  downstairs  to  the 
kitchen  when  apparently  I  had  some  sort  iif  seizure  while^goLng_down  the  stairs.  My 
parents  were  there  and  helped  ma  They  called  the  local  ambulance  squad  and  they 
took  riie  to  the  Putnam  Community  Hospital  in  Carmel,  New. York,  where  l  stevjed 
for4wb  days.  My  doctor  was  a  neurologist,  Dr:  Michael  Wehitraub,  who  has  offices 
in  Ossiriirig,  New  York  and  Carmel,  New  York:  I  remember  waking  up  in  the  hospi- 
tal. When  I  came  to,  I  was  in  a  bed  iri4he  hospital  arid  while  talking  to  the  doctor,  I 
explained  to  him  that  I  was  taking  Dexatrim  for  about  a  month  or  more.  I  was 
given  a  variety  of  tests  including  an  E.E.G.  He  spoke  to  my  parents  more  about 
what  had  happened  to  me.  The  doctor  told  me  that  I  had  had  an  epileptic  seizure 
and  that  it  was  due  to  the  diet  pills  that  I  was  taking.  When  I  left  the  hospital  after 
two  days,  the  doctor  prescribed  medice  for  me,  Dilantin.  At  first  I  took  only  the  Di- 
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lantin  three  timeii  a  day  and  I  had  more  seizures  at  home;  Then  the  doctor  added 
Depocaine  and  I  took  that  three  times  a  day;  also:  Since  then,  I  have  not  had  any 
more  seizures. 

After  I  got  out  of  the  hospital,  I  saw  the  doctor  e yery_  two  mon  ths  and  then  every 
three  months  and  then  .every  six  months._He  has  taken,  blood  tests  regularly  and  I 
had  a  Cat  Scan  and  a  Spinal  Tap.  I  whink  they  were  done  about  one  yea>-  :;fter  I  was 
released  from  the  hospital. 

During  the  last  year  I  have  hot  had  any  more  seizures  but  I  have  to  take  both 
medications  three. times. a  day. Dr.  Weintraub l  told _me  that  |_  will  have  to  take  the 
medications  for  the  rest  of  my  life.  Early  in  1983,  I  moved  from  my  parents'  home  to 
live  with  my  grandmother.  Rose  Lanza,  ai;d  still  live  with  here  at  376  Westchester, 
Port  Chester,  New  York  10573.  One  night  we  were  watching  television  arid  we  saw 
that  there  was  a  discussion  about  the  effects  of  diet  pills  bh  some  people  like  myself. 
My  ^Ider  sisterL  Da_rIeneA  had_alsq  tried  _the_se_ piljs_at_the_  time_  I _was  on  them, _but 
she  had  no  problem  with  them.  My  grandmother  even  tried  them  but  had  to  stop 
because  she  did  not  feei  good,  possibly  because  of  her  high  blood  pressure  or  other 
problems.  By  the  way,  when  I  was  taking  Dexatririi,  I  only  lost  two  pounds. 

Whe n  I  had  those  o the r  epileptic  seizu res  at  home  when  I  first  came  ou t  of  the 
hospital,  they  were  pretty  vioLent  and  my  two  ojder  brothers  jiad__to_hold  me  down,  J 
have  no  memory  of  *hose  seizures  but  my  parents  and  my  brothers  told  me  about 
them:  Prior  to  having  seizures,  I  was  never  seriously  ill  during  my  life.  While  I  was 
taking  the  Dexatririi,  I  was  on  my  normal  diet.  I  had  previously  never  been  hospital- 
ized o r  sick  except  for  an  occasional  cold _._  I  recently  saw  Dr. JJVei n t raub  agai  n _anti_  he 
said_I_was_d_oing.okay  but  t hat_i_shp_ujd_  definitely  keep  taking  the  sa'ne  two  medica- 
tions three  times  a  day.  I  am  now  out  of  high  school  and  I  work  full  time  as  a  wait- 
ress. 

I  have  signed  this  statement  voluntarily  this  day  of  July  ,1983. 

Don  at  a  T'. .  jr. 


I  head  a  Company  with  23  employees.  Part  of  the  reason  for  my  stopping  to  take 
Dexatrim  is-  that  my  Associates  were  convinced  that  the  capsules  made  me  "crazy'' 
arid  impossible  to  deal  with.  I  myself  noticed  this  effect. 

I  i m mediate ly  noticed  that  taki ng  Dexatrim  produced  difficulty  in  u ri ria ting.  I 
stopped, a_  day_  the n  _sta rted  again »_  repeated  _ this,  se verai  _tirnes_ and  _was_a_ble  to  _co_nr 
firm  the  causal  connection.  First  made  me  think  I  had  prostate  problems.  I  phoned 
Thompson  Medical  Co.  and  spoke  to  an  MD  (did  not  note  his  name),  in  order  to 
check  this  side  effect.  After  a  bit  of  discussion  in  which  he  jisked  me  to  write  them  a 
letter  indicatmg  that  Dexatrim  had  helped  me  to  lose  weight  [that's true), he  ad- 
m  i t ted _  that  the  u  ri  na  ti  ng  d  i fficu  1  ty_  side  .effect  had  _i  ndeed.  been. reported, previously, 
but  that  this  was  a  temporary  effect  which  would  cease  when  I  stopped  taking  Dexa- 
trim, which  indeed  it  did.  The  same  MD  explained  that  the  4rug-contained  in  Dexa- 
tririi has  been  known  for  decades  as  a  decongestant  whose  side  effects  had  been  ape- 
y.te.Joss,  and  that  Thorn pson  simply  turned  this  aroun^^  the  side 

effect.  I  indicated  to  him  that  I  had  not_ noticed. any  decongestant  auajitieSj  and  that 
I  actually  need  Afrin  at  times  for  that  purpose:  I  was  not,  however,  taking  Afrin 
during  this  period. 

Stephen  F.  Temmer. 

Ms.  Oakar.  Our  next  panel  includes  Charles  Nelson,  who  is  the 
Assistant  Chiel  Postal  Inspector,  Criminal  Investigations,  U.S. 
Postal  Services  of  Washington,  accompanied  by  George  Davis,  and 
Ms.  Bambi  Young,  who  has  probably  done  the  most  extensive  study 
in  monitoring  the  diet  pill  industry.  She  is  with  the  Center  for  Sci- 
ence in  the  Public  Interest  here  in  Washington. 

We  would  like  to  ask  you  if  it's  possible  to  limit  your  testimony 
so  that  we  can  get  to  questions;  Let's  say  16  minutes  each  so  we 
can  really  get  to  all  of  the  panelists,  in  a  spirit  of  fairness.  Mr. 
Nelson,  would  you  like  to  proceed? 
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PANEL  2— CONSUMER  ADVOCATES,  C  iNSlSTlNiS  JDF  CHARLES  P. 
NELSON,  ASSISTANT  CHIEF  POSTAL  INSPECTOR,  CRIMINAL  IN- 
VESTIGATIONS  DIVISION,  U:&  POSTAL  SERVICE,  WASHINGTON, 
D.C.,  ACCOMPANIED  BY  GEORGE  DAVIS,  ASSISTANT  GENERAL 
COUNSEL,  CONSUMER  PROTECTION  DIVISION  OF  THE  LAW  DE- 
PARTMENT, U.S.  POSTAL  SERVICE;  AND  BAMBI  BAITS  YOUNG, 
CENTER  FOR  SCIENCE  IN  THE  PUBLIC  INTEREST,  WASHING- 
TON, DC. 

STATEMENT  OF  CHARLES  P.  NELSON 

Mr.  Nelson.  _Yjes,_  thank  jrou*.  Madam  Chairman,  I  have  submit- 
ted my  formal  testimony  for  inclusion  in  the  record,  and,  with  your 
permission,  I'll  summarize  that  testimony  at  this  time. 

Ml-  0  A.KAR.  Without  ply £ctiqn.  

Mr:  Nelson:  We  appreciate  Ihe  opportunity  to  appear  before  this 
subcommittee  to  discuss  the  findings  of  our  joint  effort  to  identify 
problems  associated  with  the  sale  of  diet  drugs  through  the  mails, 
as  well  as  the  Postal  Service's  role  in  curtailing  the  sale  and  distri- 
bution of  look-alike  drugs.  As  part  of  a  continuing  program  to  pro- 
tect elderly  citizens,  a  postal  inspector,  in  the  fall  of  1980,  was  as- 
signed to  work  full  time  with  the  members  of  this  subcommittee  in 
a  joint,  investigation  of  mail  fraud  schemes  perpetrated  against 
senior  citizens. 

One  aspect  of  that  investigation  focused  on  the  phony  weight  loss 
programs  and  diet  pills  sold  through  the  mails.  We  share  your  con- 
cern about  the_ Health  hazard  that  stimulants  and  chemical  addi- 
tives, such  as  PPA,  contained  in  these  products  may  have  on  the 
American  public,  particularly  on  the  elderly. 

As  a  result  of  our  joint  investigation,  three  diet  products  were 
challenged  under  the  false ^  representation  statute.  H  &  L  Labst  Inc. 
of  N&rwalk,  ConnT,  distributed  a  diet  product  called  "New  Quad- 
plan,"  containing  PPA,  benzocaine,  and  other  ingredients.  Enclosed 
with  the  product  was  a  thousand  calorie  diet  labeled  "Quadplan 
Diet  Menu  Plan,"  The  product  was  promoted  by  direct  mail  adver- 
tising during  1980  and  1981.   _t__ 

The  advertising^claimed  it  to  be  "Th^most  powerful  reducing  aid 
ever  released  without  a  prescription."  Prices  ranged  from  $9.95  for 
a  15-day  supply  to  $38.95  _fpr a__90_-day supply^  A_medicalj^mion 
obtained  refuted  the  exaggerated  advertising  claims  for  the  prod- 
uct.   

In  September  1981,  the  firm  signed  a  consent  agreement  with  the 
Postal  Service  agreeing  to  modify  its  advertising. 

Cove  Pharmaceutical  Sales  of  Central  Islip,  N.Y.,  promoted  a  diet 
capsule  and  a  company  diet  plan  called  "PPA + Plus,"  again  via 
direct  mail  advertising,  from  September  1980  through  August  1981. 
The  advertisement  claimed  dramatic,  permanent,  and  immediate 
loss  of  fat^nd/or  weight.  Prices  ranged  from  $5:95  for  a  15-day 
supply  to  $30  for  a  120-day  supply.  The  product  contained  PPA  and 
caffeine.  A  medical  opinion  obtained  refuted  the  claims  and  stated 
that  this  combination  is  ineffective  as  an  appetite  suppressant. 

On  August  10,  1981*  a  false  representation  order  was  issued 
against  the  firm.  

A  product  called  "Per ma-Loss,"  distributed  by  That  Special  Look, 
Inc.,  of  Pompano  Beach,  Fla.,  contained  PPA  and  caffeine  and  was 
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accompanied  by  a  sample  4-day  diet  plan.  During  1981,  this  prod- 
uct, which  sold  for  $9.95  for  a  40-day  supply  and  up  toJ&16.95  for  a 
90-day  supply,  was  advertised  in  national  publications.  Exaggerated 
claims  were  made  such  as,  "Now  you  can  shed  pounds  and  inches 
without  dieting.  You  won't  even  miss  snacks  or  suffer  torturous  ex- 
ercises, or  subject  your  body  to  dangerous  drugs." 

A  medical  opinion  obtained  refuted  the  product  claims  as  false 
and  misleading. 

_  In  September  1981,  the  firm  signed  a  consent  agreement  with  the 
Postal  Service  agreeing  to  change  its  advertising. 

The  next  subject  we  would  like  to  discuss  involves  a  product 
which  is  not  directed  at  the  elderly,  but  it  still  affects  all  of  us  as 
parents  and  grandparents  because  it  is  targeted  at  our  children. 

We  began  our  investigation  of  look-alike  drugs  in  September 
1980,  after  receiving- complaints  relating- to  what  appeared  to  be 
the  indiscriminate  sale  and  distribution  of  controlled  substances  by 
mail :  Typically^  advertisement 

the  drug  products  offered  for  sale  and  touted  the  drug's  close  physi- 
cal resemblance  to  genuine  controlled  substances.  The  advertise- 
ments often  claimed  the  products  offered  were  100-percent  legal 
and  lOO-percent  safe. 

Based  on  what  we  believed  were  material  misrepresentations  in 
the  advertising  for  look  alikes, .administrative :_actiph_s_ were  initiat- 
ed against  the  distributors  under  title  39,  United  States  Code,  sec- 
tion 3005.  This  section  permits  the  Postal  Service,  following  proce- 
dures before  an  administrative  law  judge  in  conformity  with  the 
Administrative  Procedure  Act,  to  withhold  and  return  to  the 
sender  mail  addressed  to  anyone  who  is  engaged  in  a  scheme  to 
obtain  money  or  property  through  the  mails  by  means  of  false  rep- 
reseritations 

Between  May  1981  and  May  1982,  the  Postal  Service  filed  48 
complaints  alleging  violations  of  title  39,  United  States  Code,  sec- 
tion 3005.  

In  the  complaints  fiied  with  the.  administrative  law  judges,  we  al- 
leged the  principal  distributors  of  these  look-alike  drugs  made  the 
following  false  representations  in  their  advertisements:  One,  the 
drug  products  involved  may  safely  be  used  by  the  general  public; 
two,  the  drug  products  involved  are  prepared,  labeled,  and  market- 
ed in  accordance  with  Federal  Food,  Drug,  and  Cosmetic  Act  re- 
quirements; three,  the  Jrng  products  were  designed  for  resale  to 
third  persons  as  controlled  substances. 

_  y^hile  l  beHevp  the  Postal  S^  re- 
sponsibility in  ';his  area,  I  must- point  out  our  administrative  au- 
thority in  these  investigations  is  limited  to  the  mail  order  aspect  of 
these  businesses^  While L_init_i^]£  pU^  efforts  curtailed  the  mail 
order  sales  and  distribution  of  these  products,  many  of  the  magor 
promoters  began  circumventing  the  mail  stop  orders  and  consent 
agreements  by  continuing  their  activities  outside  the  mails. 

Some  current  advertisements  tell  prospective  customers  that 
only  telephone  orders  will  be  accepted  and  that  payment  must  be 
by  credit  card^  bank  wire,  or  via  UPS  C  O  D.  These  procedures 
avoid  the  solicitation  of  money  or  property  through  the  U.S.  mail, 
thereby  avoiding  Postal  Service  jurisdiction  under  the  false  repre- 
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sentation  statute  arid  rendering  any  preexisting  mail  stop  orders 
ineffective. 

An  example  of  this  type  of  evasive  activity  practiced  by  an  Ohio- 
based  firm  called  Brant  Pharmacol  is  shown  oh  the  chart  now 
before  you. 

Many  distributors  have  dropped  most  of  their  over-the-counter 
drugs  that  resemble  genuine  drugs  of  abuse.  Many  have  dropped 
from  their  advertising  the  colored  pictures  of  the  items  being  of- 
fered for  sale.  Most  have  added  cautions  against  use  by  persons 
with  Particular  health  prdble'^s  or  conditions  arid  contain  specific 
warnings  against  resale: 

There  has  been  a  marked  reduction  in  the  kind  of  advertising 
cited  in  our  eaHier  actions.  The  Postal  Inspection  Seryice  cpritiriues 
ta  monitor  look  alike  drug  advertising  and  to  investigate  companies 
where  advertising  appears  to  be  false  and  misleading  or  to  in  viola- 
tion of  the  administrative  orders  and  agreements  which  concluded 
our  cases: 

We  thank  you  for  the  opportunity  to  appear  before  this  subcom- 
mittee and  are  prepared  to  answer  questions. 
[The  prepared  statement  of  Mr:  Nelson  follows:] 

Prepared  Statement  of  Charles  P.  Nelson,  Assj.stant-Chief  Postal^nspector, 
Criminal  Investigations,  U.S.  Postal  Service,  Washington,  D.C. 

Mr.  Chairman:  My  name  is  Charles  P.  Nelson,  and  I  am  the  Assistant  Chief 
Postal  Inspector  for  Criminal  Investigations.  I  appreciate  the  opportunity  to  appear 
before  this  subcommittee  to  discuss  the  findings  of  our  jomt  effort  to  identify  exist* 
irig  problems  associated  with  the  sale  of  diet  drugs  through  the  mails  as  well  as  the 
Postal  Service's  role  in  curtailing  the  sales  and  distribution  of  look:alike  drugs. 

As  part  of  a  continui ng  program  to  protect  elderly  citizens,  a  Postal  Inspector  in 
the  fall  of  1 980.  j  was  assi# ned  _to_wo r  k  Jul  1  _  ti me_wi  t  h  mem  be  rs_of  your  staff  in  a  joi  n  t 
investigation  of  maiL  fra'^d.  schemes. perpetrated  against_senior_citizens,  

One  aspect  of  that  investigation  focused  on  phony  weight  Joss  programs  and  diet 
pills  sold  through  the  mails:  We  share  your  concern  about  the  health  hazard  that 
stimulants  and  chemical  additives  such  as  phenylpropanolamine  (PPA)  contained  in 
these  products  may  have  on  the  American  public,  particularly  the  elderly. 

The  Postal  Service  has  been  active  Tor  many  years  in  attempting  to  curb  false  arid 
exaggerated  advertisi ng  claims  relating  to  the  mail  order  sale  of  diet  products.  As  a 
result  of  our  investigations,  we  have  also  become  aware  of  the  fact  that  many  of  the 
d ie  t  prod  ucts  sold  _ by  mail  co n  tain  ingred  ie  n  ts  which. _i n  __u nregu jated  doses  could  be 
potentially  harmfuJ_to_the_elderiy,4?ajli^   

We  have  on  many  occasions  challenged  exaggerated  mail  order  claims.for  "mir- 
acle" diet  pills  containing  PPA  under  the.  postal  false  representation  statute,  39 
U.S.C.  §8005,  and  products  containing  PPA  have  been  the  subject  of  prosecution 
under  the  crirriirial  mail  fraud  statute,  18  U.S.C.  §1341.'  Concern  over  the  possible 
health  risk  associated-with  PPA  arid  the  rriisuse  of  this  drug  to  obtain  a  "high"  are 
also  familiar^  Jri  1957,  rep ireseri tat ives  of  the  Post  J}ffice  Department's  General 
Counsels  Office  arid  the  Inspection  Service  testified  before  a  congressional  commit* 
tee  concerning  false  and  misleading  advertising  of  weight  reducing  aids.  In  the  same 
hearingL  the  committee  received  the  testimony  of  Dr.  Leon  Hirsh  of  Cincinnatii 
Ohio,  Dr  Hirsh .  te_st_i.fied  that  advertising  claims  alleging:  that  PPA  was  a  "wonder 
drug"  _w_hich_j?e emitted,  ioss  of  weight  without  caloric  restriction  were  false,  Dr. 
Hirsh  also  testified  that:     ....  ...        _ 

Uncontrolled  use  of  phenyl  propanalomine  in  susceptible  individuals  coal d  pro- 
duce temporary  elevation  of  the  blood  pressure,  coronary  heart  attack,  mesenteric 
thrombosis,  cerebral  hemorrhage  arid  even  death; 

The  unrestricted  sale  of  such  a  stimulant  as  phenyl  propanalomine,  especially 
when  coupled  with  caffeme.oould  have  profound  deleterious  effects. 

In  bur  city,  one  radio  station  (WSAI)  saw  fit  to  promote  this  combination  of  drugs 
in  the  late  afternoon  when  high  school  students  would  be  returning  home  in  their 


'  U.S.  v.  Andreadis,  366  F.2d  423  (2nd  Cir.  1966). 
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cars  with  their  radios  on.  the  type  of  stimulating  "jag"  produced  in  young  individ- 
uals, with  drugs  of  this  nature  is  pretty  well  known. 

I  consider  the  particular  product  arid  others  similar  to  it  cbntaihirig  phenyl  pro- 
pa  na  lorn  ine  potentially  dangerous,  and  riot  iri  the  public  interest  arid  a  deterimerit 
to  the  public  health." 

In  1  i)7K  and  1979,  a  report  was  issued  to  the  Food  and  Drug  Administration  enti- 
tled "Tentative  Findings  of  the  Advisory  Review  Panel  on  PTC  Misce^ 
naj_Drug  Products. ' \  _The  _  reporj  .  cpnjcluded  _tbaL-Under_  particular  conditions,  diet 
products  containing  PPA  were.  both,  safe  and  effective  as  appetite  suppressants,  Be- 
cause the  validity  of  scientific  claims  is  tested  in  our  proceedings  against  the  consen- 
sus of  informed  scientific  opinion,  we  haver  since  the  release  of  the  report,  not  chal- 
lenged advertising  for  diet  products  in  Which  the  clairris  are  consistent  with  the 
findings  of  the  advisory  review  board. 

As  a  result  of  our  joint  investigation,  three  diet  products  were  challenged  under 
the^false ■representation  statue:__   

_  H  _&  L  tabs :  incorporated.  of.Norwalk.  Connecticut,  distributed  a  diet  product 
called  New  Qaudplan  containing  PPA,  benzocaine,  and  other  ingredients,  enclosed 
with  the  product  was  a  thousand-calorie  diet  labeled  "quadplan  diet  menu  plan." 
The  product  was  promoted  by  direct  *r^i?  advertising  during  Noveriiber  1980 
through  September  1981.  The  advertising \ /.»;■■•.  T  r$  it  to  be  "the  mo:?t  powerful  reduc* 
[rig  aid  ever  released  without  a  prescription  >  Vices  ranged  from  $9.95  for  a  15-day 
supply  to  $38.95  for  a  90-day  supp ly,  a  medical  opinion  obtai ned  refuted  the  exagger- 
ated ad  vert  isi  ng  cl  a  i  ms  for  the  prod  uct .  In  Septem  be_r_  i  98  L_  the  fi  r  m  sign  ed  a  con  - 
sent .agreement  with  the_  Postal  .Service  agreeing  to  modify  its.  advertising. 

Cove  Pharmacal  Sales  of  Central  Islip,  New  York,  promoted  a  diet  capsule  and 
accompaning  diet  plan  called  "PPA-+  Plus"  via  direct  mail  advertising  from  Septem- 
ber 1980  through  August  of  1981.  The  advertisement  claimed  dramatic,  permanent 
arid  immediate  losses  of  fat  arid/or  weight.  Prices  ranged  from  $5.95  for  a  lo^day 
supply  to  $30.00  f d r  a  1 20-day  supply.  The  p roduct  contained  PPA  and  caffei ne ,  A 
med ica I  opinion  obtained  refuted  the  cl ai ms  and  stated  that  this_combi nation  js  i_ne t 
feci ive_  as_an_appetite_ suppressant.  On  August  10,  1981,  a  false  representation  order 
was  issued  jagainst  the  firm. 

A  product  called  Perma-Loss  distributed  by  that  Special  Look,  Inc:,  of  Pompano 
Beach,  Florida,  contained  PPA  and  Caffeine  and  was  accompanied  by  a  sample  four- 
day  diet  plan.  During  1981,  this  product  which  sold  for  $9,9o  ftr*  a  40-day  supply  arid 
up  to  $16.95  For  a  90-day  suppiy,  was  advertised  in  national  publications.  Exaggerat: 
ed  claims  were  made  such  as  "Now  you  can  shed  pounds  and  inche?  without  diet- 
ing. .  .  .  You  won ' t  even  miss  snacks,  or  su ffer  torturous  exe rcises,  or  su bject  your 
body  to.  _da  nge  rous  <j  rugs. M  _  A  _  med  ica  1  op:  n  ion  o.btai  ned_  re  f u  ted  _the_  productclai  ms_  as 
false  arid  misleading,. In  Septem bjej-_i9oi,_the_ilrm_ signed  a  consent  agreement  with 
the  Postal  Service  agreeing to  change s  its  advertising.     

The  next  subject  I  would  like  to  discuss  involves  a  product  which  is  not  directed 
at  tne  elderly,  bat  it  still  affects  all  of  as  as  parents  and  grandparents  because  it  is 
targeted  at  our  children.   

We  began  our  investigation  of  look-alike  drugs  iri  September  1980  after  receiving 
complaints  relating  to  what  appeared  to be  the ^iridiscrirriiriate  sale- arid  distribution 
of  controlled  substances  by  mail.  Typically,  advertise  merits  included  full -col  or  ph&tc~ 
graphs  of  the  drug  products  offered  for  sale  and  touted  the  drugs*  close  physical  re- 
se  m  b  j  a  nee  to  jge  n  u  i  ne  controlled  substances.  The  a_d  ye  rtiseme  n  ts  ofte  n  clai  med  the 

products  offered  were  "100  percent  legal'!  and jT0Q_perceni  safe."   

_  .Samples  of  jiumerous_ look-alike  ilrugs  .being  distribute  i.  by  maLL  were  .obtained 
and  reviewed  by  a  xnedical  expert.  It  was  detennined  that  uiey  typically  contained.a 
combination  of  caffeine,  ephedrine  sulfate,  and  PPA:  Over-the-counter  diet  prodacts 
containing  some  of  these  ingredients,  but  not  in  this  triple  combination,  are  availa- 
ble without  a  doctor's  prescription  in  packaging  which  Contains  dosage  information 
arid  warnings  restricting  use  by  persons  with  particular  medical  conditions.  - 

In  a  medical  opinion  provided  _tb  the  Inspection  Service  bri  products  containing 
this  triple  combination  of  ingredients,  Dr.  Sorell  L.  Schwartz  of  the  Department  br 
Pharmacology,  Georgetown  University  Medical  and  Dental  Schools,  stated  they 
should  "be  considered. a  recpgnizable  danger  to  public .health.'.' Of  these  particular 
ingredientSt  Dr.  .Schwartz  war.ned.that  PPA  was  .notably  dangero^  it  can 

cause  elevation  in  blood  pressure  and  exacerbate  other  cardiovascular  disease. 


_  'Hearings  before. the  iSabcommiitee  on  Jtegal.  and  Monetary _  Affairs.of  the  _House_Ck)JMmlttee 
on  Government  Operations  concerning  fa  tec  and  misleading  adyertising.oj *  weight  r^ucing  aids, 
August  7,  1957,  pp.  123-124.  See  also  House  Report  No.  2553,  85th  Congress,  2nd  session,  August 
12,  1958. 
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Based  on  what  we  believed  Were  material  misrepresentations  in  the  advertising 
for  look-alikes,  administrative  actions  were  initiated  against  the  distributors  under 
title  H9,  U.S.  Code,  section  300~>.  Section  M05  permits  the  Postal  Service,  following 
procedures  before  an  administrative  law  judge  in  conformity  with  the  Administra? 
tive  Procedure  Act  (f>  U.S.C.  Chs;  5,  7)  to  withhold  and  return  to  the  sender  mail 
addressed  to  anyone  who  is  engaged  in  a  scheme  to  obtain  money  or  property 
through  the  mails  by  means  of  false  representations.  Between  May  1981  and  May 
li)S2,  the  Postal  Service  filed  48  complaints  alleging  violations  of  title  39,  U.S.  Code, 
section,  3005.  

In  the  complaints  filed  with  the  administrative  law  judges,  we  alleged  that  the 
principal  distributors  of  these  look-alike  drugs  made  the  following  false  represerita- 
tions  in  their  advertisements. 

1.  The  drug  products  .involved l_may  be_safejy  used  by  the^eneralpopuiation. 

L  The  drug  products  involved  are  prepared,  iabeied,  and  marketed  in  accordance 
with  the  Federal  Food,  Drug  and  Cosmetic  Act: 

Ji:  The  drug  products  were  designed  for  resale  to  third  persons  as  controlled  sub- 
stances. 

A  basic  premise i  of ^  the  cases  was_  the  contentjon_that  the  offered  drug  products 
resembled  and  were  easily  mistaken  for  other  illegally  trafficked  drugs  containing 
controlled  substances:  By  language,  pricing  and  other  means,  the  promoters  encour- 
aged resale  of  the  drugs  by  their  customers  to  others.  Thus,  we  believed  the  sellers 
were  providing  their  customers,  and  encouraging  them  to  use,  the  means  to  deceive 
others  conce  r  n  ingt  he  act  uaj_  con  te  n  t  of  t  hese  d  rugs^  The.  ad  vert  ise  me  n  ts  used  street 
jargon  to  describe  their  products  such  as  "blue  and  clear,"  "brown  and  clear," 
"robin  eggs,"  "714  s,"  "black  beauties,"  and  "yellow  jackets."- 

Our  evidence  showed  that  those  purchasing  look-alikes— both  directly  from  pr<> 
moters  and  street  corner  "pushers" — v/ere  junior  high,  high  school,  and  college-age 
young,  people.  Of  particular  concern  was  evidence  of  trafficking  and  use  by  elemen- 
tary school  children.   

The  48  administrative  complaints  we  have  filed  related  to  look-alike  drug  distribu- 
tors located  throughout  the  country.  While  I  believe  the  postal  service  has  diligently 
pursued  its  responsibility  in_thjs  area.  I  must  pomt  out  our  admjnistr_at|ve_authority 
in  these  investigations. is  limited  to  the  mail  order  aspects  of  these  business.  While 
initially  our  efforts  curtailed  the  mail  order  sale  and  distribution  of  these  products, 
many  of  the  major  promoters  began  circumventing  the  mail  stop  orders  and  consent 
agreements  by  con  tin  u  i  ng  their  activities  outside  t  he  mails.  Some  current  advertise- 
ments tell  prospective  customers  that  onJy_  telephone  orders  will  be_  accepted  and 
that  payment  must  be  by  credit  card,  bank  wire,  or  United  Parcel  Service  C.0.D; 
These  procedures  avoid  the  solicitation  of  money  or  property  through  the  U.S:  mail, 
thereby  avoiding  Postal  Service  jurisdiction  urider  the  false  representation  statute 
and  rendering  any  preexisting  mail  stop  orders  ineffective. 

_  A"  example of this ;_type  of  eyas ive  activity practiced  by  an  Ohio  based  firm  called 
Brant  Pharmacal  is  shown  on  the  chart  now  before  you. 

Many  distributors  have  now  dropped  most  of  their  over-the-counter  drugs  that  re- 
semble genuine  drugs  of  abuse.  Many  have  dropped  from  their  advertising  the  col- 
ored pictures  of  the  items  being  offered  for  sale.  Most  have  added  cautions  against 
use  by  persons  with  pa rticujar  _h_e_al !th_p rcbl? ms  or  con dit i_o_n. *_a nd_  contaj n  speci fie 
warnings  against  resale.  There  has  been  a  marked  reduction  in  the  kinds  of  adver- 
tising cited  in  our  earlier  actions:  In  fact,  I  understand  that  the  street  term  for 
these  drugs  is  changing  from  "look-alikes"  to  "act-alikes." 

In  retrospect,  bur  actions  against  mail  order  distribution  of  16bk:alikes  may  prove 
t°_  have !  been  a  useful  hplding  action^  efforts  hopeful  lygave  Federal .and  JState 
drug,  enforcement  agencies  and  legislative  .bodies  time  to  initiate  legal  actions  and 
enact  legislation  which  could  have  a  more  permanent  effect  upon  the  abusive  distri- 
bution o(  these  drugs. 

However,  the  Postal  Inspection  Service  continues  to  monitor  lbok:alike  advertis- 
ing and  to  investigate  companies  whose  advertising  appearsjp  be  jalse  and  mislead- 
ing, or  to  be  in  violation  of  the  administrative  order;  and  agreements  which  conclud- 
ed our  cases. 

Thank  you  for  the  opportunity  to  appear  before  this  subcommittee.  I  Would  be 
happy  to  answer  any  questions. 

Ms.  Oakar.  Thank  you,  Mr.  Nelson. 
Ms.  Young? 
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STATEMENT  OF  BAMBI  BATTS  YOUNG 

Dr.  Young.  My  name  is  Bambi  Batts  Young.  I  hold  a- doctorate 
in  biochemistry  and  I'm  director  of  the  environment  arid  behavior 
program  at  the  Center  For  Science  in  the  Public  Interest,  The 
center  is  a  nonprofit  consumer  organization  with  about  30,000 
members  who  are  strongly  committed  to  improving  national  di- 
etary and  health  policies: 

-The  center  is  joined  in  its  testimony  today  by  the  National 
Women's  Health  Network,  which  is  the  largest  women's  health  or- 
ganization in  the  United  States. 

Congresswoman  Dakar,  members  of  the  subcommittee,  we  very 
much  appreciate  the  opportunity  today  to  voice  pur  concerns  about 
over-the-counter  products,  diet  products,  that  contain  PPA.  Now, 
these  products  are  unsafe  for  many  of  the  people  who  take  them,  at 
any  age,  but  certainly  the  greatest  burden  of  risk  would  fall  upon 
the  elderly.       

We  are  therefore  pleased  that  the  committee,  subcommittee,  has 
taken  the  lead  in  bringing  this  problem  up  for  a  full  and  public 
hearing:  .— ,  -  

Our  interest  in  this  drug  dates  back  to  1981  when  a  review  of  the 
medical  literature  and  of  FDA  Files  convinced  us  that  PPA-based 
pills  are  potentially  dangerous  for  two  reasons.  First,  they  have  a 
tendency  to  raise  blood  pressure  in  a  substantial  number  of  the 
people  who  use  them.  Second,  they  do  have  some  stimulant  proper- 
ties that  have  led  to  widespread  abuse  problems  among  young 
people  and  may  contribute,  as  well,  to  discomfort  and  behavioral 
problems  even  among  people  who  take  them  as  recommended. 

We  also  noted  in  1981  that  advertising  for  the  over-the-counter 
diet  pills  containing  PPA  was  grossly  misleading,  using  tactics  that 
had  been  ruled  unacceptable  by  the  Federal  Trade  Commission  and 
the  courts  during  the  1970's.  -  - 

Accordingly, _in  the  fall  of  1981,  the  Genter  for  Science  filed  a— 
what's  going  on?  .  ,  . 

Ms.  Dakar.  Well,  we.  might  be  having  some  votes  but  its  all 
right.  Ju?   ■    vhead.  Keep  going  on: 

Dr.  YY      v  ^;   'L,  that's  important.   

Ms.  P,ir>v.  K'-  we  don't  think  it's  a  vote,  so  just  continue. 

Dr  sToL.vg.  lii  the  fall  of  1981  the  center  filed  &  petition  with  the 
Federal  trade  Commission  asking  for  action  against  the  misleading 
advertisements,  fo  addition,  we  then  wrote  to  Commissioner  Hayes 
of  the  Food  and  Drug  Administration  urging  the  agency  to  conduct 
an  accelerated  review  of  these  products  with  an  eye  toward  ban- 
ning them  from  the  ov^r-the-counter  market.  - 

Since  that  time,  we  have  continued  to  press  both  agencies  for 
better  regulatory  controls  over  PPA-based  diet  pills.  This  spring 
the  Federal  Trade  Commission  issued  an  extremely  limited  warn- 
ing about  the  deceptive  ads.  The  FDA  says  it's  still  reviewing  the 
data.  - - 

We  too  have  reviewed  all  the  safety  anH  effectiveness  date  that 
have  been  submitted  to  agencies  by  either  the  diet  pill  manufactur- 
ers or  other  interested  parties.  The  more  we've  seen,  the  greater 
our  concern  has  grown.' 
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Our  concern  rises  from  several  sources.  For  one  thing  we  have 
seen  a  growing  number  of  people,  like  the  witnesses  that  you  saw 
earlier,  who  report  that  they've  experienced  severe,  sometimes  life, 
threatening  attacks  following  the  ingestion  cf  cither  a  single  or,  at 
most,  a  double  dose  of  PPA-normal  use,  hot  abuse. 

lou  ve  seen  some  of  them.  Others  are  reported  in  the  medical  lit- 
erature. Close  to  two  dozen  rases  of  serious  damage  have  been  reg- 
istered with  our  hazard  clearinghouse  for  PPA  diet  pills,  as  well  as 
hundreds  of  reports  of  milder,  but  still  distressing,  symptoms,  and 
the  Food  and  Drug  Administration  in  its  adverse  reaction  reports 
also  includes  some  examples. 

There's  a  common  strain  of  symptoms  that  runs  through  all  of 
these  reports,  which  is  what  yon  might  expect  if  you  had  a  drug 
that  stimulated  the  heart  and  the  brain,  What  comes  up  time  after 
time  is  a  pacing  feeling,  a  severe  headache,  blood  pressure  rises 
and,  in  extreme  cases,  stroke,  seizures,  and  mental  disturbances. 

Now,  I  know  we  ve  heard  that  these  are  just  anecdotes,  they're 
stories,  and  m  fact,  you  can't  prove  that  the  damage  these  people 

Sh  i  WaS/a£fd  -by  tfi*  PPA-  That's  true  in  many  human 
health  hazards  There  s  no  clear  proof.  But  I  would  caution  you  to 
remember  that  that  s  precisely  what  was  said  a  few  years  back 
about  the  thal-dimide  babies,  and  it  was  said  for  several  years 
Nevertheless,  the  defects  suffered  by  those  babies  were  very  real 
very  tragic,  and  as  we  later  found  out,  very  much  due  to  thalidi- 
mide  You  _can  t  just  ignore  these  people,  particularly  when  their 
symptoms  fit  with  the  scientific  evidence,  and  they  do; 

However,  the  human  stories  don't  stand  alone.  They  simply  serve 
to  back  up  the  weight  of  the  scientific  evidence  that  has  been  accu- 
mulating over  the  past  few  years. 

One  way  to  look  at  the  evidence  is  to  ask  what  is  the  drug's 
structure;  what  other  drugs  is  it  related  to:  what  do  they  do? 

Phenylpropanolamine  is  almost  identical  to  amphetamines  in 
structure.  It  s  in  the  same  chemical  family.  It  is  not  as  strong  I 
don  t  want  to  imply  that.  It  is  a  Weaker  cousin  of  amphetamine, 
the  chemical  class  that  it  fits  in  has  general  properties  of  raising 
the  heart  rate,  speeding  it  up,  altering  muscle  tone  in  the  blood 
vessels,  and  stimulating  the  brain. 

The  medical  community  generally  recognizes  that  though  PPA 
weaker,  it  does  share  in  many  of  these  properties  and,  therefore  i 
recommendes  that  people  who  have  such  disorders  as  hypertension 
heart  disease,  diabetes,  or  thyroid  disease,  should  hot  take  PPA  at 
all,  or  if  they  do  so,  should  do  it  only  under  the  supervision  of  a 
physician. 

The  question  then  rises,  how  many  of  the  people  who  are  likely 
to  take  diet  pills  suffer  from  one  or  more  of  those  conditions?  The 
answer  is:  Probably  most  of  them. 

Let's  just  look  at  the  people  who  have  hypertension.  In  the 
American  Adult  population  at  large,  you  have  a  20-percent  hyper- 
tension rate.  But  people  who  are  Overweight  have  a  far  greater 
probability  of  developing  hypertension— to  the  tUhe  of  V/2  to  4 
times  greater. 

.-That  means,  if  you  do  the  calculations,  that  roughly  a  third  of 
the  overweight  people  generally  have  definite  hypertension.  Many 
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ge^ngCaliulelongWe  ^         *  ******  "  °P?  BeCaU3e 
euSkYT°S  you"0"'1  take  t0°  l0ng-  1  J'ust  want  to  «hOW  some 

hin?^  -S  f.  clear  Peak  on  drug  day  compared  to  days  of  dummy 
J  hfe  that  s  only  about  eight  points.  You  say  that's  n-t  so  bT£ 
But  that  s  on  the  average:  if  the  average  increase.*  eipht  points 
here  are  some  people  who  go  up  a  whole  lot  more,  and  tSt's^ha? 
happens.  This  is  a  young  man  who  was  26  years  old.  His  diastolic 
blood  pressure-  that's  the  lower  number  in  the  blood  pressure 
readitig-went  up  by  30  points  in  response  to  the  drug  36  S 
Another  voung  woman,  a  23-year-old  woman,  startel  out  with  a 
very  low  blood  pressure,  around  a  90  over  60,  but  went  up  to  146 
:  was  taking  the  drug.  That's  about  a  55-pointin 

ut  aso  in  II u  top  number-systolic  pressure-and  about  a  30-some 
mcrawc  in  the  hot  ton  number— diastolic  pressure 
thai  took    iJ.n  t^^^udy  eiglU  of  the  individuals  had  increases 
I  hat  look  thorn  into  the  definite  hypertensive  range  These  are 
;..«(..,  started  out  with  blood  pressure  that  is  io  low  that  it 

.nm'ii 'i":-, t i^li^Vv:,tJ V"  °''  Utt  American  P°P,llatio»  at  ^ 
Ms  <;M<  \it  V «.„•,,.  talking  about  tins  Johns  Hopkins  study'' 
!.»»•  Noun.;,  that  h  what  I'm  talking  about. 

Ms  ()AKAi<  It's  not  your  .study;  it's  another  study,  their  study 
■  •  i  .N i :  Its  tl...  Hopkins  study  What  I'm  saying  is  if  you 
Mvt'uigr  ,  yo.ybody  together  may  hot  see  much,  but  if  you  look 
I".;  individual  .l.lleivnms  y,  a<l  Mint  10  percent  of  that  Hopkins 
I H  'I  mi  In  I  ion  >•<;  j  io  nonet  s  i  .•xIkiim-Iv  al-.-niing  increases  in  blood  pres- 
■•■»";.  »|Hv,i,nillv  wheii  (hey  wore  ^ivon  ll.e  drug,  not  when  they 
»:.'!' !..!>•«:  •  noouv  Ami  tins  was  starting  oui  with  a  pooiilntion  of  cx- 
ii.io.lv  li,  allhy  voun,:  poiiplo  will,  very  low  blood  pi,  ssure; 

llm  .an.o  ilnn,;  ..„.,.,,  ,,,  |ju.  Australian  study  that  Dr.  Wolfe 
i  Oti-i  j  ill  In  i'lij 
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quate  scientifically:  There  was  one  that  did  have  a  dummy  pill  in 
there.  _     -  -  .  - 

The  power  of  suggestion  is  enormously  powerful  in  weight  loss 
and  you've  got  to  have  a  comparison  between  the  drug  and  a 
dummy.      _  -  -  ■-  

I  believe  in  the  case  where  there  was  a  dummy  th  the  average 
weight  loss  was  about  a  third  of  a  pound  a  week  when  you 
took  the  drug  than  when  you  took  the  dummy  pi third  of  a 
pound  aver  6  weeks.  Do  you  really  think  that  the  average  consum- 
er, if  informed,  that  he  or  she  might  Jose  a  third  of  a  pound  a  week 
for  6  weeks,  would  consider  that  effective? 

Mr.  Wortley,  If  you're  asking  me,  I'd  say  no. 

Dr.  Young.  Right.  

Ms.  Oakar.  Ms.  Ferraro,  you  have  one? 

Ms.  Ferraro.  I  do  just  have  one  question  of  Mr.  Nelson  and  that 
was  on  the  charts  that  you  had  up  here.  Unfortunately,  I  couldn't 
see  them.  They're  a  little  bit  too  far  away.  You  were  talking  about 
look  alikes.   

Mr.  Nelson.  Yes,  that's  right:  -  -  , 

Ms.  Ferraro.  What  are  they  being  sold  as,  cheaper  th**  the 
brand  labels?  Are  they  sold  as_generics?  Is  that  what  it  is? 

Mr  Nelson.  Well,  I  think  they're  being  sold  as  an  impersonation 
of  the  true  controlled  substance,  of  abuse-potential  drugs  that  are 
schedule  I  controlled  substances.  They  are  designed  to  look  just  like 
the  hard  drugs  that  you  would  get.  That's  why  they  call  them  look 
alikes:  _ 

Ms.  Ferraro.  Oh.  But  they  are  not  controlled  substances? 

Mr.  Nelson:  That's  right:   

Ms.  Ferraro.  That's  a  good  news  and  a  bad  news  type  of  thing. 

Thank  God  they're  not  controlled  substances  going  to  the  kids,  but 

by  the  same  token,  the  kids  think  that  theyVe  getting  controlled 

substances.  Is  that  it?  

Mr.  Nelson.  That's  true:   

Ms:  Ferraro.  How  ?   we  go  after  those  people  who  arc  cleverly 

using  the  credit  card  '      the  parcel  post  and  all  that  stuff  instead 

of  the  mails?   

Mr.  Nelson.  UPSr 

Ms.  Fel RAito.  Yes.  „ 

Mr  Nei  .son.  There's  no  way  the  Postal  Service  car  go  after 
them,  as  such.  It  would  have  to  L  '  me  other  agency,  I  suppose 
the  FBI  or  FDA,  maybe  FTC. 

Ms  Ferraro,  That's  interesting..  Thank  you.  Id  like  to  see  those 
charts  up  a  little  do&r,  if  I  might,  while  the  other  people  are 
asking  questions: 

Ms:  Oakar.  Thank  you,  Congresswoman. 

Yes,  Mr.  Wdrtlev?  .    ..  % 

Mr  Wort  ley.  Madam  Chairman,  just  to  set  the  record  straight^! 
think  Dr  Young  was  referring  tc  something  else:  It's  apparently 
not  the  same  study  diat  I  waf  working  from.  In  this  st«dy  it  says 
that  in  each  of  the  three  stuc.  .J  patients  were  randomly  assigned 
to  groups  whirh  rere  essentially  homogenous  m  terms  of  entrance 
criteria  Each  experimental  group  received  either  a  placebo  or 
PPA. 

I  think      re  talking  about  two  different  studies. 
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Dr.  Young.  It  s  jK.ssibJe,  although  my  understai  :  was  that 
there  were  two  studies  which  involved  a  comparisor  a  PPA  with  a 
prescription  anorectic,  rather  than  with  placebo. 

Ms.  Oakar.  Mr.  Bilirakis? 

Mr.  Bilirakis.  Madam  Chairman,  thank  you.  I  have  problems 
with  that  name  too,  ma'am.  Just  one  quick  question.  How  great  is 
this  a  problem  among  the  afrfng?  That's  this  committee's  concern. 
How  great  is  it  a.  problem  among  the  aging? 

Dr.  Young.  That's  how  hypertension  goes  up  when  you  get  older. 
Hypertension  is  an  enormously  important  problem  for  the  elderly, 
particularly.  And  the  point  is  that  it's  silent.  If  you  have  hyperten- 
sion you  don't  necessarily  know  that  you  have  it.  it  doesnft  have 
any  symptoms:  And  yet  it  is  the  ruajor  cause  of  stroke,  new  cardio- 
vascular diseases  of  all  sorts  in  older  people. 

Mr:  Bilirakis.  Yes,  I  thank  you.  I  appreciate  that.  But  what  I 
wonder  is  how  many  of  the  aged  are  using  these  diet  pills,  for  in- 
stance, arid  these  drugs  that  contain  PPA? 

Sr:  Young.  Well,  the  best  figure— I  mean,  I  think  the  best 
person  to  ask  here  is  Br:  Charles  WimcV  who  is  somewhere  in  the 
audience. 

Mr.  Bilirakis.  Yes.  Did  he  have  to  leave? 

Dr.  Young.  Well,  no,  he  hasn't  given  his  presentation  yet 

Mr.  Biurakis.  OK.  

Dr.  Young.  I  do  know  that  in  a  presentation  he  gave  to  the  FDA 
in  1977,  it  was  reported  that  about  a  quarter  of  the  users  were 
dtheriinder  17  or  over  49.  People  under  17  aren't  supposed  to  take 
PPA-diet  pills  at  all,  according  to  the  package  labels.  Arid  people 
over  49  are  at  great  risk. 

Since  there  are  10  million  people  total  taking  these  things,  a 
quarter  of  that  is  2xh  million  people.  That  is  not  a  minor  number 
of  people. 

Ms.  Oakar.  Could  I  n  ;pond  to  that  point? 
Mr.  Bilirakis.  Til  defer,  yes. 

Ms:  Oakar.  Of  the  10,00(5  individuals  in  1  year  who  have  notified 
the  poison  center,  which  is  under  the  auspices  of  FDA,  what  you're 
referring  to,  Geri,  what  is  their  monitoring,  three-fourths  of  them 
were  over  50.  In  addition,  they  had  1,000  individual  emergency 
cases,  and  that's  their  e^cimate  annually  across  the  country.  " 

In  addition  to  that,  I  have  already  submitted  this  for  the  record. 
There  are  over  1,0130  individuals  who  have  reported  problems  with 
PPA  prescription  diet  pills  and  a  third  of  them  are  over  55.  So,  it  is 
a  problem  that  cuts  across  age  barriers.  But  it  certainly  concerns 
older  Americans. 

I  just  have  one  quick  question  and  one  point  to  make.  In  your 
testimony,  Mr:  Nelson,  you  were  talking  about  the  mail,  which  is 
your  jurisdiction.  Probably  we  iaven't  given  the  Post  Office  as 
much  authority  as  you'd  like.  But  nonetheless,  1  noticed  in  the 
chart  that  one  of  the  ads  way  a  legal  stimulant.  Committee  staff 
pointed  out  to  me  that  the  same  ingredients  in  most  of  the  drugs 
that  you  have  shown  in  your  study,  that  you  have  submitted  to  the 
staff  and  our  committ  e  some  time  ago,  are  the  same  ingredients 
as  the  over-the-counter  drugs. 

In  addition  ta  this,  the  5tate  of  California's  attorney  general 
went  after  brie  of  the  manufacturers  of  diet  products,  I'm  r  A  inter- 
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ested  in  belaboring  wH  e  name  it  isf  unless  somebody  wants  to  ask 
me,  because  I  personally  feel  that  it's  a  problem  with  all  brands. 
But  they  settled  out  of  court  because  they  were  using  the  phrase, 
"no  stimuiant,"^and  thejLwere  asked  to  remove  that.  They  settled, 
then,  with  the  State  of  California  for  thousands  and  thousands  of 
dollars  for  false  advertising.  So  there's  a  problem,  obviously, 
through  the  mail  and  otherwise; 
[Material  submitted  by  Representative  Dakar  follows:] 
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^7 THOMPSON  MEDICAL  COMPANY.  INC 

tj  319  THIRO  AVENUE  •  NEW  YORK!  N!V  10022  •  (2i2i i  68fiSi?0 


February  10 ;  1983 


Wch^rd  Brungard  />V  ^ 

Deputy  District  Accornev  I  "1 

County_of.  Yentura  R  O'ft 

State  of  California  \>i  \& 

Hall  of  Justice  W,. 

800  South-Victoria  Avenue  v" 
Ventura.  CALIF;  93009 

Re;    Llcter  A^reement  Between  Thorp,   n  Medical  Coroanv  &rd  -Ki 
Ventura  County  District  A::orn«:y  ?  C:«ice 

Dear  Mr.  Brungard: 

ofUweUhJ  contr^S^SHCd -?h™ -^^cal_C  ,pahv's  a.vevtisin* 
o;.Veight_CflntroI  rroducts  extensively,  and  '-ive  reached  r^rj., 
agreements  vhic-  .',is  letter  will  memorialize  ° 

Kith  regard  to  all  products  manufactured,  sold  or  advertised  bv 
Thompson  Medical  Company  for  appetite  control  which  con t«£  V 
^t^^^^J^^"^1"^^         <™  Has  ag'eef  heo^ 

1.   .Hakc.no  reference  to  the  safety  o:  the  drui:  in  ff« 
print  advertl sim _UDle,s  s  statement  Uk,  -.he  tolling  1  given 
^Before  starting  this  or  .nydiet,  consult  your  phvslclan  if  Tel 
hyp:rt,'ns."onn"lyln8  h"U"  ™*  >'  Sliiiii  .V 

unlteo-St^s  O^^nt 'advLorv  StS^'arla^  * 

|^4^fr^^^ 
OTC ^"P«h-~«™ende. -By  the -Advisory  Revlev  Panel  on 
OTC  Miscellaneous  Internal  Oruf  Product,  puSHihad  In  the 
Federal  Register,  volume  37,  number  39,Frlday.  ? ebruVry  26 1 i 962) . 

15  .av.rt^gnorrp.ck.g^;°  ^  """^  '"°  »^«>«" 
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Ihls  tetter  of  Agreenjeni  can  be  nodifird  by.  wr  It  ten  agreement .between 
Thompson  Medical  .Company  and  c.-.e  Ventura  County  District  Attorney's 
Office.     If  no  jpreiment  can  |i«  reached,  the  dispute  Shall  be 
resolved  bv  an  arbitrator  apre^d  on  .Sy  .borh  parties..  If_nQ  arbitrator 
can  he  liKhved  upon  -;i  thin  :r..Lr;v.  (30) .        _?f.  v.;rit  ten  ryquoit ,  t'*cr. 
cLie..Prubidini»..Jud^L'  of .  the__S>i7Trior_i:oirt  o:  Ventura  County  shall 
appoint  an  arbitra:or  to  resolve  the  dispute. 

This  tetter  of  Agreement  shall  remain  in  effect  for  a  period  of 
three  years, 

Plea*:-  signify  your  approval  of  these  agreements  by  sighihg.ar opy 
3f  this  letter  at  the  place  indicated  below  and  returning  copy  to 


It  bus  been,  indeed, a  pie jMirr  Meeting,  with.  you. and.  I  pirior.r.lly  .. 

vtsh  you  the  best.    I  sincerely  appreciate  the  insights  you  s'.ared  with  u* . 


Very  truly  yours; , 


THOMPSON'  MEDICAL  COMPA-Vi',  IXC. 


SDA: f j 


S_,  .Daniel-Abrabam  

Chairman  of  th*  Soard 


AGREED 
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Ms.  Oakak.  Bambi,  I  want  to  thank  you  for  the  fine  work  that 
you  and  the  Women'*  Center  have  done  in  this  area.  It's  a  thank- 
less job:  I  know  you've  run  up  against  all  kinds  of  brick  walls  and 
harassments  and  everything  else.  But  I  think  the  work  you're 
doing  is  just  tremendous  and  thank  you  both  very,  very  much. 

Our  next  panel  is  Dr.  Sorrel  Schwartz  with  the  department  of 
pharmacology,  Georgetown  University  School  of  Medicine,  Dr. 
James  Ramey,  private  practive  of  endocrinology  and  metabolism, 
Dr.  Thaddeus  Prout,  associate  professor  of  medicine  at  Johns  Hop- 
kins and  chief  of  medicine  at  Greater  Baltimore  Medical  Center 
and  Dr.  Shirley  Mueller,  who  is  the  director  of  neurology,  Regan- 
streif  Health  Center,  Indiana  University  School  of  Medicine  In- 
dianapolis^ Irid. 

We  want  to  thank  you  all  for  coming.  We  know  you're  recognized 
in  your  field  and  well  published,  and  thank  you  so  much  for  being 
here.  ° 

Br  Schwartz,  could  we  begin  with  you.  Can  you  make  your  re- 
marks somewhat  brief  so  that  we  can  get  to  qu  estions? 

PANKL  3— MEDICAL  EXPERTS,  CONSISTING  OF  DR.  SORELL 
SCHWARTZ,  PROFESSOR  OF  PHARMACOLOGY,  GEORGETOWN 
UNIVERSITY  SCHOOL  OF  MEDICINE,  WASHINGTON,  D.e.;  DR 
SHIRLEY  MUELLER,  DIRECTOR  OF  NEUROLOGY,  REGANSTREIF 
HEALTH  CENTER,  INDIANA  UNIVERSITY  SCHOOL  OF  MEDI- 
CINE, INDIANAPOLIS,  IND.;  DR  THADDEUS  PROUT,  ASSOCIATE 
PROFESSOR  OF  MEDICINE,  JOHNS  HOPKINS  UNIVERSITY 
SCHOOL  OF  MEDICINE,  AND  CHIEF  OF  MEDICINE,  GREATER 
BALTIMORE  MEDICAL  CENTER,  BALTIMORE,  MB.;  AND  DR. 
JAMES  RAMEY,  ASSOCIATE  CLINICAL  PROFESSOR  AT  GEORGE 
WASHINGTON  UNIVERSITY 

STATEMENT  OF  DR.  SORELL  SCHWARTZ 

Dr.  Schwartz.  Thank  you,  Madar/i  Chairman. 

My  comments  have  been  submitted  in  writing  to  sv> 
submit  them  for  the  record,  and  in  the  interest  of  tin 
peating  thorn.  I  would  just  like  to  highlight  two  or  three 

Ms,  0akar  Without  obje^tion^ 

Dr.  Schwartz.  The  first  is  that  one  of  the  most  imporcaut  as- 
pects of  evaluating  the  safety  and  efficacy  of  a  drug  are  the  phar- 
macokinetics. This  is  determining  the  absorption,  distribution,  arid 
'Mirnination  of  a  drrg.  Toxicologically  this  is  important  from  the 
view  point  of  possible  accumulation  of  the  drug  in  the  body. 

Today  there  are  no  standard  procedures  recommended  for 
animal  studies  or  otherwise  by  the  Food  and  Drug  Administration 
vhich  require  that  pharmacokinetic  studies  associated  w?***  age  be 
performed.  This  is  extremely  important  because  we  know  that  the 
elderly  aduit  has  changes  in  renal  function,  in  liver  function,  in 
the  volume  of  water  in  the  body,  in  the  amount  of  fat  in  the  body, 
thai  all  impact  upon  this. 

I  would  also  like  to  point  out  that  the  difference  between  an  effi- 
cacious over-the-counter  drug  and  a  prescription  drug  is  in  the 
therapeutic  range.  That  is,  the  difference  between  the  effective 
dose  arid  the  toxic  dose. 
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W  ie  oyer-tile-count:;!  a  the  H;erpp*utic  range  is  wideso 
tha  2  is  a  leeway  Tor  p^ier,-  error  wKei:  taking  the  drug  with- 
out        :al_ supervision.  _     ■    -_ -  _  , 

\  nnot  be  assured;  "  'her?  aii>*  reason  _'o  believe  tnat 
th^  rapeutic  ranges  e^aliUfihed  Tor  yqnfMjer  and  middle  ^ged 
aiiu>  ipply  to  the  elden>.  So,  t.h  rafery  of  oveM  he-courxor  drugs 
in  tjr  elderly  adult  based  on  oil.  .-lipicuf  experience  in  tlu?  younger 
popuic.-ion  is  not  particularly  assu^  sa  ,  .  - 

Those  are  the  points  which  I  v^oald  lav  to  highlight  irom  the 
viewpoint  of  where  I  think  th*re  might  be  regulatory  needs,  or  cer- 
tainly encouraging  of  regulator^  ileitis.  I  will  say  in  passing ±hat  * 
worked  with  the  Postal  Service  on  this  matter,  found  the  Postal 
Service  to  be  extremely  dedicated.  THat  was  fortunate  because  we 
also  found  a  great  deal  of  difficulty  early  on  in  getting  any  coopera- 
tion at  all  from  the  Food  and  Drug  Administration. 

Thank  you.   

[The  prepared  statement  of  Dr.  Schwann  follows:] 

PKNPXKKT'  STATKMKNT  OF  SORELL  L.  SCHWARTZ,  Pu.  D.,  PROFESSOR  OF  Pharmacol- 
ogy Georgetown  University  Schjol  of  Medicine,  and  Scientific  Director  of 
the  Center  for  Environmental  Health  and  Human  Toxicology 

Mr  Chairman,  my  name  is  Sorell  L.  Schwartz.  I  am  ProfL-ssor  of  Pharmacology  at 
Georgetown  University  School  of  Medicine  and  Scientific  Rector  of  the  Center  for 
Environmental.  Health  and  Human  Toxicology.  I  hold  a  Ph.  D.  in  Pharmacology 
from  the  Medical  College  of  Virginia,  Virgina  Commonwealth  University.  Since  re- 
c  iving  the  degree  in  1963,  my  area  of  concentration  has  been  primarily  in  toxicol- 
ogy. A  copy  of  a  Curriculum  Vitae  detailing  my  educational,  research,  and  other 
professional  background  is  appended.   - 

It  is  my  understanding  that  staff  wishes  me  to  discuss  the  matter  of  advertising 
and  distribution  of  over-the-counter  drugs  to  the  elderly  through  the  mails^in  gen- 
eri  »  -nd  the  situation  with  phenylpropanolamine,  in  particular.  This  shall  be  mv 
tast  '  Jt  I  Prst  wish  'o  establish  the  basis  for  discussion  by  introducing  a  much 
broader  problem:  Th*t  is  the  lack  of  any  appreciable  information  on  the  toxicity  ol 
drugs  in  the  elder!'  it  represents  an  alarming  gap  in  our  knowledge  and,  tor  .nat 
met 'er,  in  bur  research  efforts*      -    .  .  mi- .  J;  . 

The  evaluation  of  any  new  drug  begins  with  animal  studies.  These  studies  include 
the  evaluation  of  the  acute  toxicity,  subchronic,  and  chronic  toxicity  of 'dmgs,_lney 
involve  an  evaluation  of  the  pharmacokinetics  which  gives  valuable  information  on 
how  the  drug  is  absorbed,  how  it  is  distributed,  and  how  >VAe  i"1^^-8^1^ 
mation  is  necessary  to  determine  whether  accumulation  of  the  drug  within  the  body 
over  a  particular  dosage  schedule  is  likely  tc  occur  or  not.  Following  animal  studies, 
studies  are  done  in  normal  adult  volunteers  to  dete^ 

acain  to  determine  pharmacokinetics,  These  are  the  so-called  Phase  I  clinical  stud- 
ies Sulrequent  to  this,  clinical  studies  ar*  then  done  to  evaluate  the  actual  efficacy 
of  the  drug.  These  data  are  then  used  to  arrive  at  recemmended  dosage  regimens 
and  warnings  for  the  use  a  the  drugs.  To  rriy  knowledge,  this  ^valuation  ^roce^ure 
rarelv,  if  ever,  takes  into  account  the  problem  of  the  elderly.  This  is  in  spite  of  the 
fact  that  changes  in  kidney  function,  liver  Action,  and  other  f^to^rs  whichf  influ- 
ence the  ability  of  the  body  to  handle  the  drug  are  known  to  be  different  in  the 
elderlv  when  compared  to  young  and  middle-aged  adults.  This  is  in  spite  of  the  fact 
that  the  sensitivities  of  the  various  physiological [  systems,  e.g. ,  the  centra  ^nervous 
cvstem,  are  known  to  be  altered  in  the  elderly  when  compared  to  young  an,  mic  le- 
aced  adults.  Thi§  is  in  spite  of  the  feet  that  the  immune  system, .  the_MQpd:torti.:ng 
fLu.,  and  other  physiologic  systems  which  can  respond  to  give  serious  and  lite- 
t;  r-atening  drug  reactions  are  also  known  to  be  acted  upon  by  drugs  in  the  elderly 

in ;  ;«  ^.rtiiner  different  in  young  anUrn[ddle-ag€vi  aduits.  t     -    -  .  -  

One  response  may  be  that  the  Food  -avA .Pm-^]n^^.I^^^^l 
toxicity  studies  of  drugs  to  begin  at  or  before  b  rth  and  to  proceed  to  death  of  the 
animal  from  old  age.  Without  going  into  the  specific  reasons,  the  way  in  which 
these  studies  are  done  are  ir;adeou_a_te to  .provide  us  particuhir  information  ^on  the 
ef^cts  of  drues  in  the  elderly.  An  entire,  new  set. of protocols  is  required  before  we 
can  even  begin  to  predict  possible  responses  in  the  elderly  numan  from  animal  stud- 
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ies.-I  am  not  suf^wUnjtlbaUbe  elderly  become  key  sabjects  for-  Phase  I  clinical 
studies.  On  the  other  hand,  drug  labeling  requiremettfe  addressed  to  the  needs  of 
the.elderly  mvolving  various  precautions  in  use  of  drugs  are  rare.  Untoward  re- 
sponsesAo  drug;  ,y  the  elderly  are  everyday  occurrences  .Yet  they  continue  to  be 
referred  to     idiosyncratic  responses.  The  commonness  of  their  occurrence  belie  the 
use  of  the  v/ord  idiosyncrasy. 

The  fact  that  polypharmacy  (multiple  drug  therapy)  is  the  rule  with  the  elderlv 
compounds  i  hir.  problem  in.  geometric proportions:  Considering  the  ill-defined  nature 
of  drug  action  in  elderly  adults  along  with  the  dose  compliance  problems  associated 
with  polypharmacy,  only  an  incurable  optimist  or  a  fool  would  expect  an  uneventful 
course  of  pharmacotherapy  in  an  elderly  individual.  Sim ilarfc.  over-the-counter 
urugf  w^[t ;^n^ve  any  efTicacy  cannot  be  considered  to  be  toxicologically  innocuous. 
What  distinguishes  the  efficacious  over-the-counter  drug  from  a  drug  requiring  a 
P™c*}Pbon  is [.the  dosage latitude. .between  therapeutic  efficacy  and  untoward  side 
e  tects.  Yet,_e;yen  this .assumption  cannot  be  assured  in  the  elderly,  especially  if  that 
eld?rly_  individual  is  taking  prescription  drugs  in  addition  to  the  over-the-counter 
medication. ....... 

This  should  provide  a  particular  prospective  with  respect  to  the  use  of  over-the- 
counter  drugs  by  the  elderly  and  the  encouragement  of  that  use  by  the  mails  or  any 
other  advertising ^  techniques,  This.  i_s_  of  concern  lwth  with  respect  to  encouraging 
thf>  elderly  to  increase  the  number  of  medications  they  are  taking,  and  thereby  in- 
creasing the  compliance  problems  associated  with  polypharmacy  and  with  respect  to 
mcreasing  the  possibility  of  drug  reaction  or  interaction  with  other  drugs  The  Jie- 
cessity  'or  the  risk  benefit  evaluation  is  obvious.  In  many  cases,  the  needs  for  the 
fpPAX     b*nefit  outweieh  the  risfcs-  Such  is  not  the  case  with  phenylpropanolamine 

.  PPA  is  a  drug  which  is  chemically  related  to  amphetamine.  Amphetamine  is 
known  lor  its  ability  to  stimulate  the  central  nervous  system,  as  an  appetite  sup- 
pressant and  for  its  ability  to  increase  blood  pressure.  The  means  by  which  the  am- 
phetamine exerts  its  effect  on  blood  pressure  is  to  constrict  blood  vessels.  Early 
studies  with  PPA  suggested  that  it  had  little  of  the  effects  of  amphetamine  and  chat 
its  major  activity  is  to  constrict  small  blood  vessels^Since  the  small  Wood  vessels  in 
the  nasal  tissues  are  dilated  during  nasal  congestion,  PPA,  because  it  can  constrict 
these  small  blood  vessels,  was  used  as  a_ nasal  decongestant  when  taken  orally.  It 
now  appears  that  PPA  has  a  much  greater  likelihood  of  affecting  blood  pressure 
than  originally  believed.  As  early  as  1965  and  1966  the^e  were  reports  of  incidents 
of  transient,  hypertension  following  PPA,  ingestion  [1,2].  A  series  of  reports  from 
Australia  from  1978  through  1980  {3-7]  focused  on  the  problem  of  PPA-associated 
hypertension.  One  report  [7]  describes  studies  of  the  effects  of  either  50  mg.  or  85 
mg.  of  WA  in  medical  students.  The  high  dose. caused!  an  increase  in  blooi  pressure 
djagnostically  classified  as  a  hypertensive  response  in  12  of  37  subjects:  Hyperten- 
sive reponses  to  PPA  have  now  be*n  documented  on  numerous  occasibrs  in  this 
country  and  other  counties  [6,  8j. 

The  elderly  are  susceptible  to  changes  in  blood  pressure,  both  those  t>at  can 
result  in  a  reflex  hypotensive  response  ar.d  resultant  fainting  and  inuiry  during  faM 
as  well  as  g  cereb: . vascular  accident  from  the  hypertension.  Work  done  by  the 
Center  for  forensic  and  Environmental  Science  at  the  University,  of  >If-v  Mexico 
bcnooLof  Medicine  has  revealed  three  d^ths  associated  with  intracranial  hemor- 
rhage-from  the  ingestion  of  look-alike  dnw  by  young  people.  Though  the  implica- 
tion of  look-alike  drugs  is  that  there jy*s  an  abuse  in?oi  *ed,  this  is  not  Entirely  cer- 
tain; and  the  idea  that  PPA  could  caus*  a  stroke  in  a  young  person  leads  to  some 
frightening  concerns  about  the  elderly  vis-a-vis  the  discu^ion  aobve  regarding  dif- 
ferences _m  phvsio logic  sensitivities. 

PPA  is  .narketcH  through  the  mails  an.1  retail  buxlots  a?  an  anorectic  agent 
(appetite  suppressant  A  pan^l  convened  pari  of  the  PDA  GTC  dn?£  review  con- 
cluded that  PPA  wav  *fT>cti*v  and  safe  wh*n  used  as  an  aflorect'V  over-the-counter 
agent.  Notwithstandi  -  that  ihe  ovei  whelming  majority  of  medical  opinion  consid- 
ers the  use  of  anorectic  Hrugs  as  an  inadequate  approach  to  promoting  permanent 
weight  loss  in  obese  jndjvipuals,  there  was  and  still  is  little  data  to  support  the  con- 
clusioni  that_PPA  is  an  effective  anorectic  drug.  More  to  the  point  of  this  discussion 
there  js_  the  data  just  described  to  suggest  that  PPA  is  not  as  safe  as  the  panel  imag- 
ined. Part  of  the  problem  is  that  the  panel  is  made  up  of  a  group  of  people  highly 
qualified  in  their  particular  areas  of  concern.  Unfortunately,  none  of  these  areas 
appear  to  be  concerned  with  clinical  pharmacology  and  with  toxicology. 


Footnotes  a£  end  of  article. 
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Testimonials  and  claims  by  the  manufacturers  of  PPA  containing  diet  aids  not- 
withstanding, there  is  no LretiaBlel evidence Lto.sujffiest  that  PPA  is  an  efficacious  an- 
orectic agent:  There  is  a  preponderance  of  evidence  to  indicate  that  mishap  associat- 
ed with  PPA  Use  by  the  elderly  is  a  foreseeable. pi)S5ibiUtY.._There_.isius.t_no..red^m- 
irig  feature  of  the  over-the-counter  diet  preparations  which  justifies  the  potential 
hazard  they  present  to  the  elderly  population: 
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Ms.  Oakar.  Thank  you  very  much.  Dr.  Mueller? 

STATEMENT  OF  DR.  SHIRLEY  MUELLER 

Dr.  Mueller.  I  am  Dr.  Shirley  Mueller.  I  am  a  neurologist:  I 
practice  at  Indiana  University  School  of  Medicine  where  I'm  an  as- 
sociate professor.  I'm  director  of  the  neurology  section  at  Wisher 
Memorial  Hospital.,  Fin  also  a  member  of  the  National  Heart, 
Lung,  and  Blood  Institute  Advisory  Committee  on  Atherosclerosis, 
Hypertension,  and  Lipid  Metabolism.  I  am  lead  author  of  11  origi- 
nal papers  relating  to  hypertension.  .  . 

I  think  that  our  time  would  be  spent  most  productively, if  I  would 
develop  for  you  how  I  became  interested  in  thip  problem.  About  2 
years  ago  I  saw  a  16-year-old  girl  who  came  into  our  emergency 
room  who  had  a  seizure.  She  related  that  20  minutes  prior  to 
having  this  seizure  she  had  taken  a  look-alike  pill,  a  pill  made  to 
look  like  amphetamine.  But  when  we  analyzed  it,  in  realty  it  con- 
tained phenylpropanolamine,  caffeine,  and  affedrine. 

After  that,  we  saw  10  more  patients  in  our  emergency  room  with 
similar  sorts  of  problems.    t  n  t 

Of  the  11  patients,  two  had  seizures,  four  had  severe  -headache 
associated  with  an  elevated  blood  pressure,  and  the  remainder  had 
psychiatric  problems.  All  of  these  patients  related  having  taken  a 
look  alike  pill  within  an  hour  before  the  event,  the  event  being  psy- 
chiatric problem,  the  severe  headache,  or  seizure.   

Nine  of  these  patients  had  their  gastric  contents  or  urine  ana- 
lyzed for  presence  of  drugs,  and  phenylpropanolamine  and  caffeine 
were  foun^.  So,  we're  talking  about— Mr.  Lmt^_aT^^ouCpmm^l 
want  you  to  hear  this.  We're_  talking  about  not  a  controlled  study, 
but  a  retrospective  study  here.  And  we  did  havg  an  apparent  cause 
and  effect,  since  we  were  able  to  identify  in  the  urine  or  gastric 
contents  the  dru     and  the  patient  related  to  us  that  they  had, 
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indeed,  taken  a  drug  they  called  a  lod'l  i.  We  analyzed 

What was  in  their  gastric  and  urine  COii_te»te  «...  found  bhenylpro- 
panolamine,  caffeine,  and  related  :.t  to  the  sympto  ns. 

Now,  look  alike  pills  are  different  than  diet  pills.  Look  alike  pills 
p  immediate  release  and  many  of  the  diet  pills  are  time  release: 
immediate  release  can  be  more  dangerous  because  there  Will  be  a 
rapid  elevation  in  drug  level.  So,  the  time  release  could  be  safer 
We  were  interested  in  looking  at  this  problem  under  contrblh? 
conditions,  a  prospective  study. 

We've  done  two  things.  One  is  that  we  have  looked  at  animals, 
f.?£  f  2  uu3'  7e  sub,m''-ted  a  grant  to  the  National  Insti- 
tutes "i.  Health  to  look  at  the  effect  of  phenylpropanolamine  or, 
numan  blood  pressure. 

Let  me  go  over  our  animal  data.  We  have  looked  at  hypertensive 
animais  and  animals  with  normal  blood  pressure.  The  hypertensive 
animal  that  we  have  looked  at  is  the  animal  called  i.he  spontane- 
ously hypertensive  rat,  which  is  like  the  human  with  a  essential 
hypertension  or  hypertension  of  unknown  etiology 

In _  the  spontaneously  hypertensive  rat,  when  it  k  administered 
six  times  the  recommended  dose  per  weight,  the  percentage  of  cere- 
bral hemorrhage  that  we  note  is  18  percent.  This  ,  markedly  difc 
lerent  than  the  normotensive  animals  where  we  do  not.  note  cere- 
bral hemorrhage.  A  cerebral  hemorrhage  is  associated  with  an  ele- 
vation in  blood  pressure  in  these  hypertensive  animals 

Now,  we  re  using  six  times  the  recommended  dose.  However,  we 
only  studied  about  2?  animals.  If  we  could  expand  our  study  to 
iet  s  say,  100  or  200  or  -k»G  animals  and  use  the  recommended  dose,' 
it  is  possible  that  we  would  find  an  increased  incidence  of  cerebral 
hemorrhage  in  the  normotehsive  animals. 

Animal  research  does  directly  relate  to  human  research  in  that 
our  bodies  do  not  act  totally  differently  from  animals.  We  plan,  as  I 
mentioned,  in  the  future  to  look  at  humans  and  determine  the 
ettect  of  phenylpropanolamine  in  allowed  doses  by  the  FDA  on 
blood  pressure  in  humar.  s.  We  have  not  yet  done  that. 

id  like  to  talk  with  you  today  about  why  some  individuals  suffer 
medical  complications  related  to  an  elevated  blood  pressure  when 
^hey  take  diet  pills  containing  PPA.  I  think  you  may  have  some- 
thing that  was  handed  out  tc  you.  It's  a  summary  of  what  we're 
going  to  be  talking  about  over  the  next  ft  v  minutes. 

J.hejmc?st  obvi°us  reason  is  that  the  leaction  is  peculiar  to  the 
individual,  that  is  idiosyncratic.  Since  most  of  the  literature  relat- 
mg  to^PPii  complications  is  anecdotal,  this  must  be  considered  a 
possibility. 

If  the  reactions  rerorted  are  idiosyncratic,  these  jccurrenc-s 
Cannot  be  avoided.  Then  the  crucial  question  is  ben^t/risk.  If  the 
benefit  is  high  the  risk  may  be  worth  the  benefit.  I  iinrik  someoi  e 
else  wil  direct  his  testimony  to  the  benefit.  The  risk  may  be  hit  i 
and  well  talk  about  that  in  points  two  and  three,  so  that  effective- 
ly eliminates  the  possibility  of  idiosyncratic  reaction. 

Another  possibility  explaining  the  occurrence  of  medical  compli- 
cations is;  tnat  consumers  ignore  the  diet  medication  package  ward- 
ing, which  is  reproduced  below.  Yov  v'l  are  familiar  with  this  It's 
been  read  to  you  several  times.  I  won't,  do  it  again. 

Pi 
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Since  consumers  think  that  over-the-counter  drugs  are  safe,  they 
often  c'o  not  read  the  package  insert:  Thus,  at-risk  groups,  such  as 
people  with  heart  disease,  may  take  the  pills  on  occasion  and  sutler 
complications.  The  solution  to  this  is  that  consumer  education 
should  be  undertaken  on  over-the-counter  drugs  so  that  the  public 
reads  and  follows  the  directions.    

However,  even  with  a  large  effort  in  this  regard,  some_  people 
-.vould  still  ignore  the  package  insert.  Thus,  again,  we  are  back  to 
benefit/ risk  ratio.  .       .    ,   ,  .  .. 

Yet  another  gobble  explanation  for  complications  is  that  indi- 
viduals with  a  normal  blood  pressure  become  acutely  hypertensive 
when  taking  the  allowed  dose,  and  suffer  comphcations^Studies 
sponsored  by  the  drug  companies  themselves  support  an  elevation 
in  blood  pressure  secondary  to  PPA.  Dr.  Young  has  already  alluded 
to  this  when  she  showed j>ou  her  graph,  and  Id  like  to  show  you 
another  graph  taken  from  a  study  sponsored  by  a  drug  company 
that  was  submitted  to  the  FDA.  

Before  going  over  this  graph  I  just  want  to  talk  a  little  bit  about 
the  blood  pressure  studies.  The v* re  hard  to  do.  They're  not  easy  to 
do  A  lot  of  the  studies  that  have  been  sponsored  by  the  drug  com- 
panies, in  all  probability,  have  not  been  done  accurately.  Likewise, 
a  lot  of  studies  done  by  others  are  not  done  accc  -ately.  But  let  s  go 
over  some  of  the  reasons  that  they  may  not  hr- v«  been  done  accu- 


Our  blood  pressure  varies  during  the  day,  so  it's  important  that 
the  blood  pressure  is  always  taken  at  the  san  r  time  of  day  in  any 

individual.  •■    ,  ,,,  ,  . 

Also,  in  any  one  individual  the  blooc  pi>  /re  will  be  different 
than  in  another  person.  So,  the  very  best  -.uidy  is  to  i elate  the 
blood  pressure,  taking  a  sugar  pill,  to  the  l.*'.-.  od  pressure  while  on 
the  drug.  In  other  words,  my  blood  pressu--  .nay  run  120  over  KU, 
someone  else's  may  run  lOf)  over  60.  So,  v.:r  reed  to  compare  each 
of  us  to  ourself  on  and  off  the  drug.   - .... 

Also,  in  order  to  take  biood  pressure  accurately,  the  last  of  three 
blood  pressures  must  be  averaged  to  determine  the  accurate  blood 
pressure.  In  many  studies  the  bipod  pressure  is  taken  only  once, 
and  this  leads  to  an  exaggerated  high  initial  blood  pressure,  which 
me^  is  that  all  of  the  other  blood  pressures  may  be  off  if  all  ot 
tb<vT!  are  compared  to  ?n  early  morning  initial  blood  pressure. 

,i  ,0)  an  expert  must  take  the  blood  pressure  because  it  is  very 
diiT.cdlt  to  do.  Someone  who  has  been  trained  according  to  the  rec- 
ommendations of  the  American  Heart  Association,  should  do  it,_  _ 

The  study  that  is  shown  in  this  graph  was  done  according  to 
some  of  the  criteria  we've  JUst  talked  about  in  terms  of  -taking 
blood  pressure  accurately  and  doing  studies  accurately.  In  tnis 
study  sponsor*  d  by  one  of  the  drug  companies,  the  blooo  pressure 
shown  on  the  vertical  axis  and  the  time  on  the  horizontal  axis 

The  systolic  or  greater  of  the  two  blood  pressure  reaaings  is 
shewn  above,  and  diastolic  or  lower  of  the  two  blood  pressure 
readings,  is  snown  below.  The  solid  line  represents  th<>  blooa  pres- 
sure after  taking  75  milligrams  of  phenylpropanolamine,  ihe 
dashed  lint.,  after  taking  a  sug?r  pill.  ,  .  aaM  ■ 

Although  most  blood  presro  r?  points  did  not  differ  cetween. pla- 
cebo and  PVA,  at  4  hours  there  is  a  wide  difference.  In  some  mdi- 
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yidiials  the  difp  once  in  pressure  between  drug  and  placebo  would 
have  been  far  r  eater  than  illustrated  here,  since  this  is  the  aver- 
age of  the  gro  •  ;  vnd  Dr.  Young,  I  think,  presented  some  exam- 
ples to  you. 

Since  rapid,  dramatic  increases  in  blood  pressure  can  lead  to 
headaches,  seizures,  stroke,  and  death,  it  is  possible  that  in  a  group 
of  several  thousand  people,  rather  than  the  5^  studied  here,  that 
such  a  reaction  could  occur.  In  addition,  a  number  of  people  have  a 
mild,  periodic,  asymptomatic,  elevation  in  blood  pressure  when 
taking  PPA,  as  demonstrated  in  the  graph. 

Although  the  concept  of  periodic  elevations  in  blood  pressure  can 
lead  to  sustained  hypertension  is  controversial,  there  is  evidence  to 
support  that  concept.  This  would  mean  that  periodic  elevations  of 
blood  pressure  secondary  to  PPA  could,  over  time,  cause  damage  to 
body  organs  that  may  lead  to  permanent  damage. 

In  order  to  settle  these  questions,  a  cardiovascular  review  com- 
mittee, expert  in  the  physiologic  effect  of  periodic  elevations  of 
blood  pressure  on  the  body,  should  exarrif  ^  the  existing  data  on 
PPA-containing  drugs  in  order  to  &'ivri  J.Cir  opinion  on  its 
safety.  

In  addition,  sonte  individu- U  "  -y  be  <ct  lately  sensitive  to  the 
interaction  of  commonly  us*  and  PPA.  For  example,  hyper- 

tensive crises  have  been  rep^  ^v  :u  individuals  on  indomethaciri, 
an  aspirin-like  compound,  who  took  PPA-containing  drugs; 

indomethacin  is  not  listed  as  a  contraindicated  drug  to  take  with 
PPA  on  the  package  insert.  Thus,  animal  research  is  needed  to  de- 
termine what  interaction,  if  any,  can  occur  between  PPA  and  indo- 
methacin; Indomethacin  has  been  shown  to  enhance  blood  pressure 
elevation  in  the  presence  of  another  drug  similar  to  PPA,  so  a 
precedent  for  such  research  has  been  substantiated. 

Another  explanation  for  complications  is  that  ah  at-risk  group, 
not.  covered  in  the  package  warning,  take  the  pills  and  subsequent- 
ly have  complications.  One  assumption  made  with  the  package 
warning  is_that  everyone  with  high  blood  pressure  is  aware  of  his 
condition.  We  knov,_that  one-half  of  the_23  million  Americans  that 
have  hypertension  are  hot  aware  of  it.  So,  a  large  potential  at-risk 
group  exists. 

In  addition,  since  hypertension  is  more  common  among  over- 
weight individuals  arid  overweight  individuals  are  more  like  Jy  to 
consume  diet  pills,  the  at-risk  grot  p  is  even  larger  than  would  be 
expected.  Women  on  birth  control  pi^s  may  be  at  special  risk  be- 
cause  they  jgain  weight  while  on  the  pills  and  therefore  are  suscep- 
tible to  taking  diet  pills. 

At  the  same  time,  significant  increases  in  diastolic  arid  systolic 
pressure  occur  in  these  women. 

Ms.  Dakar.  Doctor,  cou-d  you  summarize  so  that  we  can  get 
some  questions? 

Dr.  Mueller,  fd  be  delighted  to  do  so. 

These  at-risk  groups  need  to  be  studied  under  normal  environ- 
mental conditions.  Let  rhe  explain  that  to  you.  The  "  ■ 
have !  been  done  so  far,  sponsovred  by  the  manufacturers 
study  the  people  while  they  ar*  eating,  for  the  most  pu; 
not  allowed  to  dnnk  caffeimv  drinks.  We  know  chat  c*;.  :i 
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vates  blood  pressure  independently,  that  caffeine  is  contained  along 
with  PPA  in  many  diet  pills.  --     -  - 

i_n_addition  to  that,  people  aren't  allowed  to  smoke.  Smoking  is  a 
normal  environmental  condition  as  well.  Smoking  can  elevate 
blood  pressure.  So,  v/e  need  to  study  people  with  normal  blood  pres- 
sure in  the  at-risk  group  that  are  exposed  to  the  diet  pills,  plus 
normal  environmental  conditions.  If  this  were  done,  I  think  an 
even  more  dramatic  rise  would  be  noted  than  our  graphs. 

[The  prepared  statement  of  Dr.  Mueller  follows:] 
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PREPARED  STATEMENT  OF  SHIRLEY  MUELLER,  H  D. ,  DIRECTOR  OF  NEUROLOGY, 
REGANSTREIF  HEALTH  CENTER;  INDIANA  UNIVERSITY  SCHOOL   OF  MED- 
IC If  JE  .  INDIANAPOLIS.  F»£. 
L  l  t  j.u   t-&cr  :  o  ycu  :..y   C:  ;  cr  i  ■Trite  rC^^rciric  fhcriylprc^nol^iilrio 

(f'P  A  )   c  ri  c  f'iJ/,/ci.  f  ft  inj,     E  Irvun   p  j  1 1  un  1 5   wore   :.c  on    1 .1  our   cr.icrr.cncy  rocn 
■  t  h  pCycKioiric  ^  y  i-  [i  t  oris  \   HuooUciii'  5  end  seizures  re  i  u  ted  tc   Ingestion  c  f 
PPA-ccn     i  r.  i  r.c  "  i  c.ok -o  i  i  ko  "  pills.    "Lcok-a  I  ike"  pills  ^rc  node  tc  leck 
I  \  »ic  crp  iiu  t  c!i  i  rl  j  s   but    in   rii^liiy  coriluin  PPA,    caffbihe  one  sci-ctiriiis 
cpnocrino.     The   pat  i  o  n  t  5  «jre  described  below.     This  chert  v.*  0  s  t  £  e  n  from 
fuellor:   5>  ■     Ic^ro  logic  Cc;  p  I  1  cot  \  ons  of  Pheny  I  proptno  I  ai)  i  no  Use 

Celtic*.    )  >-   i  c  f   Phcny  i  prcpero  j      i  nc    (PPP)   "L  con -A  I  I  he  *  Phis 


Ar*       History  plu»  phyilml  cx«rn 

2f»  *r  R_pink  r.ilU  tlipiifitit  to  J* 

"tpi-rd."  one  hour  later.  d*v  eloped 
hn*d.ith»-  and  »■«  tremulous 

J7       Tvpk  t»p/^iitriT»f>rird."  one  hour  liter, 
tiixeK.j'id  intre  rwidftthe  and  xrmted 

;f2        Tn  k  tlit<  r  -"i-i.tr  k  Umuiii      ihtce jiniu-j 
Uie/, ,  .c-jr pl.iim-d  ofuvi-rr  headache.  ECO 

21       Timk  l»i»  "bijek  htviuue-iJ'-heic'iii*, 

(rmittr-i:  Mie»»*d.  pupilt  *rre  S  5  and 
poorly  reactive 

19       Took  "fink  ladiei"  and  15  *"ip«ckl«3  piipi" 
thi>uj;ht  to  it  B»ptedr  ofl*Ji*itKc.*_)*ter. 
ai-tf>p.d  a  he.icA»he.  diaphor«m.  and 
vomiting.  KL'C  *.bnorm*l 

29       took  it  jc«JtJtwa,'blaij(_b*A«l;.iei"  a_nd 
tnokfd  twojointi.  tepan  acting  in  a 
r<iur<r-&ivkiphi  including  undretiinR  at 
the  airport 

2b        Ovi  'do*'  of  unknown  white  pill;  acute 

p.»>ihi>»i*-tu;^JropJ>r_d.t,n_ehrcriie  

unciffetentistrd  »chuophrtnia  followed 

13        A»l- »#.;■:»    'iriiitt  »->  h.nfinp 

17        Tnk  «i  *i '»!  M-.ck  i  f -uli-  *."  r-nd  uWtfi 


Drug  analyst* 

PPA  plus  unidenofied  •ubtiaiiCC 
in  urine 


FPA  in  urine 


PJ'A  p!ui  caffeine  in  urine 


PPA  and  caffnne-piui  unidentified 
»ubnar.eei  in  urine 


1TA  in  urine 
PPA  in  urine 


rn.;  »ii -mm  iwi  r.n  nvn'Ke*  '..v.er. 


Ti*k  »  d_:»:  ;;ll"lrlined  tocoTtain 
')      rl  "  *  ;i  rrrn!.;rd  *mure  «*»»  noted 


Trie  'pnk-nn-t;p"  evnijiried  50-nv5-ot- 
L,j!Ai2£>A.Q!S  fcf_etff«w.  and  25  nf  of 
[••riid-f  phi-drinr 

The  -^let  piir«ntiined  PPA^SOamj 
oftafTtine.  and  25  mf  of  ephednne 
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Li  '-.,  hni'is,  •  f?*?^?/  j  c  ron  tent  s  cr  ur  i  *«c  fccrc  ana !  >  zc  d  by  th  ■ _n  - 1  eycr 
t  r.       .  •  .1  -J    in  n  i   c   |  ut  im   i       F'uji  Tivt   f  i  ntf  ■  n<  >  uf„   tOf  firmed  by 

c  ■  r  Pt  en  ,  1 1  ro^&nc  "I  Ji^  i ire  *  Z  i   \  cent  i  tied   in  c^c"  ct«c  ,    .In  two 

.  ■  •    -  *  . .  _c a  i  f  _  i  no .  v   i  _  j  I  so .  1  ou  n  t _ a  n 0 .  j n _  u o i c en  1  i  f  i c  a  s  u  I s  t  a nee  >■  a is  

•   •  ,       r    a   in   t  mi.  others.     This  particular   dr  uc  screen  rules  out  r.oro  than 
u  s  pc;  i  i  b  i  c  components  of    the   scbit  once  b  e  t  r.c  inaiyicb-O'.chneth 
<      ,    '  D  i  r  cc  tor  ^   CKenicul   i;iit  "lie 1  be  y   -  »  I  shard  f'ccioriol  Hopsltai; 

<  ••  jun^'v.U  j _j  l  o  u i  t, n  a  _  pe  r  i,on  c  I  c  ol«»j. u h  i  c «  i  i  e  n  J  . .  I? o _  a n'  |,  n  u  T  i: r.  j.  n e  s .  were. 
f    >  /  P  •      1  •''   T  !»V  .rj  lT  icn.l.s  w  i  t 1 1   s  u  _i  *  e  r  e  t ,    e  a  s  c  h  r  ..  f .  j  t ;c  r.r  d  p  h  y  c  n  a  I  y  s  I  s  of 

i  i      i      i  m  r  j  i    to   those    ir.  nostoc  she*,  od  p  h:  n  >  i  ;. rop  one  i  jr.  i  ne  ,   caff  tins  and 
•  *  ,-cr  1  r  ■  . 

)■    -  -t    *ive  putients   with   headache,   blood  pressure  wis  elevated  for 
i  ii    [•  -cc   lir7  1  1   yours j    (r.oun  ♦  SEM  j.     The*  artbrlti   pressure  was 

;    i    •    i.  C.    *   <1  n*.  }!<    (Mo;:n  ;■*  5E  ?  v»  I  t  h  7  ho  ^vnrere   for   arc  tcinc 

1  1 1  '  (  '  r  ti'iVjc  patients  vor.  itoc  Lno  ti.o  were-  troi.uibus.     T».  b 

pvi  ■  'i     I    e  t  r    Zk-rciorjruphtc     l  bnor  r.ia  I  i  t  i  e  s  .     All   of  ttic:c 

L^ncr.  ^  i  i  :  i  •.     r  •.  s  o  i  v  c  d      '"e-r   a    few   nours   in  Ihc  Lr,.crc,cnc>   roor.  or  ih.r 

i.Z ; { •  ■;  . ri  ; i   tin:  iiu'.p i  i  1 1 ; 

I  t    i  i.  >  I  •   te    ir.ip    iTute   Hf'A  fls   lire  Ci.l^i.  of   the   syi-pto:.is  of  the 

pjfScn   -     ;       riLod   sihc«  he  n.;    h."ig  i  i.  j)t  r  i  er.e..d   f-rOvious  Lir,  ilar  (.'pisodes, 
u  I  I    hn  c    1  i.  >•    r    "'A     n   the   p/"  f.  %.  >.      i  ti  ;j  hours,    (  c  ua  acn  j  i  d  o  1      r    er  l  f,  r. )  lPC 
nost  c  t  i       trZr':    thi-t   cbulci  cuusv   ouch   t>  fptoi..s  werC'  Lbsent    frcm  urine  ana 
r,-,'jtr  k  r.  v  r.  '■    •■  r  i» .     f  i.r  ihermerc,    t  h  r-   t  i  i.-c  ctiriu  of   s  y  :■■  p  t  e  /.  s  w ;  i.  s  c  c r  i  p  e  t ;  t  I  c 
w  I  T  h  o   e  r  u  (    r  u  ..  ■;  t  1  6  n  . 

Although  r.  .-st   3f    th«   pjticnt,   reported   in   this   s  +  udy   Nod  teken  More 
thjn  the  ol  ic^o     u.iirc  "*y  t*   '-PA     or  Pi3A/'jatfoinc,   tSb  syr.pt  ens  that 
resetted    itluiTi^te     t    ,ii  cations   thot  can  occur   r.cconciory  to  FPA  or 
FFV  /cat  f  u  i  n., .     Tne  i^^jor   c   ff(    cnec   t   twecn   ;  he  IC I  ook-a  I  :  ke"  pills  and 
C  i  ^.  t   pills    tt,   th.. '    ihc   fern. or   often  ^re    in  «-.n    i  r.n.e  d  I  a  to   release   forrr.  where 
The  /.iojority  of   The  PPA  anc  PPA /c  j  f  f  e  i  ne*    *;et   preparations  are    in  a  1 1  r.ie 
release   forr..:     Tr.u:.,   ti      Gifuct  of    1  i«e   "  '  oo  I. -u  I  i  k  e "   p  i  I  I  r.  ."ia  y   be  i.»ore 
•  ctli      i     u         o»  i»t  ion  wc  lIi]  rn.i    I"    i;i  1.1,1.1;   ->ne  ;  i  n.   c  i  f  t  e  i      >.ouio  t  :  liorb 
i  I  k  e:  f  y  t  t>  6  c  c  C  r  i 
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l.u  r-.jvo  performed  onir.ul   studios  which   indicate  that  hypertensive 
iniiuiii   urg  r.ore  s  uscc-pt  1  b  I  u   to  bra  ir   herorrhicc   dftur   six  tlrros  thi* 
aJlowee  coso/woi^hT   (FDA  stcndcreo)  of  PPft/caf  fie  I  rie  etiril  n  1  sf  rit  Icri  than 
cnir.jis"  ».  i  T  h  o  nornel    tiood  pressure.     The  presence  cf  brdin  henorrhege 
was  ucttrcl  nod  by  a  neuropathologist   In  b  1  I  ridbd  feshibri  using  histologic 
techn  i  c,  ..cs .      "ne  con  conjecture  Thet  hypertensive  humans  oro  olso  "dt 
risk1'  wncn     i .     ...  ^Pfl  /     Heine.     Since  o   icircb  percchtice  of  cur 
hypertensive  i    tlx  t     &  not  a».aro  thdt  they  hove  hypertension  and  since 

M:    r    -  "    'vn    i  t-  r,       -  n     r    rw,   c  v   r    c  i    hi    !  n  U  c  v  i  du  <- I  S   susceptible  to 

TuKinr   oiut   ptl  :   .     ",i   risk"  group    is    lurrjc  c:nci  ror  reeolly 

I  con  t  i  *  i  Lb  I  u  ,      I  fi  uCdMlon,    Subject  Variability  wouic  potentially  rr.dk  o 
scf.-o  people  .v.oru  suscoptitle   to  coup  I  i  c.c  t  i  ons   frcm  allowed  doses  Of 
PPA/cef  felne  than  ethers  . 
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Ms.  Oakar.  Thank  you  very  much,  Dr.  Mueller:  Dr.  Prout? 

STATEMENT  OF  DR.  THADDEUS  E.  PROUf 
Dr.  Prout.  Thank  you:  I'm  Thaddeus  E.  Prout,  associate  profes- 
sor of  medicine  at  the  Johns  Hopkins  University  School  of  Medi- 
cine arid  chairman  of  the  Department  of  Medicine  at  the  Greater 
Baltimore  Medical  Center.  I've  also  been  made  chairman  of  the 
Pharmacy  and  Therapeutics  Committee  of  the  American  Society  of 
Internal  Medicine.  I'm  a  fellow  of  the  College  of  Clinical  Pharma- 
cology and  presently  president  of  the  Soc  y  for  Clinical  Trials, 
whose  sole  purpose  is  to  maintain  the  integrity  of  good  scientific 

I  might  also  say  that  I  should  put  in  two  disclaimers.  One  would 
be  that  I  didn't  have  anything  to  do  with  that  last  study  that  was 
purported  to  come  from  the  Hopkins.  I  also  talked  to  them  about  it 
and  argued  with  them  about  averaging  their  data  and  thereby  nul- 
lifying some  important  results.   

The  other  is  that  I  speak  for  myself  today  and  not  for  these  soci- 
eties of  which  I  am  a  pari.  -  j-  —  . 

I  wanted  to  remind  Mr.  Pepper  before  he  left  that  I  have  also 
just  been  appointed  to  the  planning  and  evaluation  task  force  of 
the  National  Council  on  Patient  Information  and  Education,  which 
is  one  of  her  favorite  committees.  _  

A  great  deal  has  been  said  this  morning,  and  I  wish  to  use  my 
spare  minutes  as  others  have  by  responding  to  some  of  the  com- 
ments already  made,  and  submit  my  written  testimony  for  the 
record. 

Ms.  Oakar.  Without  objection 

Dr  Prout.  I'm  no  stranger  to  this  controversy.  I  ve  been  at  it, 
longer  than  most  here,  for  some  15  or  20  years.  My  most  recent  in- 
volvement has  heen  in  association  with  the  attorney  general  s 
office  of  Maryland,  when  a  company  from  your  favorite  State,  Ms. 
Oakar,  had  the  temerity  to  come  into  Maryland  and  give  false  ad- 
vertising. We  went  at  them  and  won. 

Ms.  Oakar.  Great.   -       -  ._  . 

Dr  Prout.  The  important  thing,  however,  is  that  this  is  very 
wasteful  of  time,  as  the  respondents  for  the  FDA  and  for  the  Postal 
Service,  and  others,  have  shown.  You  need  only  to  change  the 
name  of  the  company  and  change  the  name  of  the  drug_  and  you 
can  be  Back  the  next  morning  at  sunrise  with  the  same  product 
under  a  different  label.  It's  that  simple  to  circumvent  the  process.  I 
think  we  are  going  to  have  to  look  at  the  problem,  as  you  have 
said,  in  a  general  way,  and  try  to  find  a  means  by  which  the  whole 
PPA  industry  can  be  attacked  generically. 

The  question  of  anecdote  and  risk/benefit  has  come  up  repeated- 
ly Anecdote  is,  I  suppose,  a  way  of  introducing  the  concept  that  if 
the  numbers  are  small  ^enough,  they  don't  matter.  I  know  that  the 
users  of  that  term  would  decry  that  interpretation,  but  the  fact  of 
the  matter  is  that  it's  difficult  to  give  mathematical  significance  to 
small  numbers  when  there  is  a  large  unaccounted  denominator. 

We  all  remember  when  the  problem  of  strokes  in  young  women 
taking  the  pill_was  an  anecdote,  and  it  took  some  very  sophisticat- 
ed epidemiologic  studies  to  nail  that  one  down.  There  s  no  way  to 
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run  a  controlled  clinical  trial  on  the  side  effects  related  to  PPA. 
Indeed,  I  personally  do  not  feel  that  it  would  be  entirely  ethical  to 
do  a  long-term  study  in  this  field,  knowing  the  problems  as  we  do: 

I  think  that  we  need  to  deal  »ith  this  in  terms  of  risk/benefit 
ratio  because  I  think  we've  established,  through  the  dialog  between 
Mr:  Wortley  and  Dr.  Young  from  the  Center  for  Science  in  the 
Public  Interest,  that  the  trivial  degree  of  weight  reduction  that  can 
be  expected  from  the  use  of  these  pills,  could  not  really  be  called 
effective,  and  over  a  lifetime  of  obesity  the  loss  of  a  temporary 
quarter  or  a  third  of  1  pound,  after  6  weeks  of  therapy,  is  hardly 
"effective  therapy." 

I  make  that  point  strenuously  because  in  talking  about  a  risk/ 
benefit  ratio,  if  there  is  no  benefit,  then  no  risk  is  warranted,  none 
whatsoever.  It  is  an  x  over  zero  and  the  risks  mathematicallyj  is 
infinite  and  in  the  practical  world  of  medicine  is  just  not  accept- 
able. 

I  would  like  now  to  talk  about  what  is  wrong  with  what  has  been 
reported  to  come  from  the  ad  hoc  committee  of  the  FDA  on  PPA. 

First,  their  decision  concerning  the  safety  of  PPA  came  from  the 
safety  review  that  was  actually  done  concerning  the  short-term  use 
of  these \  p\\ Is  for  their  decongestant  effect.  They  did  not  look,  at 
safety  themselves,  except  to  review  other  data  very  quickly,  and  to 
go  on  to  the  question  of  efficacy.  They  then  accepted  as  efficacious 
a_  "statistical  difference"  as  describes  in  the  studies  that  were  prof- 
fered by  the  producers  of  these  pills,  the  authenticity  of  which, 
again,  I  think  we  always  have  to  bring  into  question. 

What  we  found  between  1972  and  1974,  when  I  was  chairman  for 
the  FDA  of  a  conmmittee  looking  at  the  effect  of  amphetamines  on 
weight  reduction,  was  that  the  best  foot  that  industry  could  put 
forward  was  none  too  good.  The  FDA  looked  at  over  a  thousand 
studies,  volume  after  volume.  We  then  cameidown  to  205  controlled 
clinical  trials  that  were  worthy  of  scrutiny.  Here  we  again  came  up 
with  the  same  trivial  evidence  that  the  difference  in  weight  loss 
was  much  less  than  1  pound  per.  week  averaged  oat  over  the  stud- 
ies which  were  only  6  to  8  to  12  weeks  duration.  One  cannot  call 
this  effective  weight  reduction. 

We  also  found  evidence  of  the  lack  of  safety,  and  on  this  basis, 
we  first  recommended  that  all  drugs  with  abuse  potential  be  sched- 
uled as  dangerous  drugs.  When  FDA  failed  to  act  on  this  recom- 
mendation, we  agreed  that  obesity  shoulAJbe  taken  away  as  an  in- 
dication for  the  use  of  amphetamines.  We  had  already  won  the 
fight  in  Maryland  and  this  had  already  been  done  there  as  well  as 
in  Canada  by  the  time  the  FDA  got  around  to  accepting  this  final 
recommendation.  That  act  by  the  FDA  essentially  stopped  the  traf- 
fic in  amphetamines  as  a  weight-reducing  excuse  for  proffering 
these  over  the  signatures  ^of  reputable  physicians.  So  much  for  the 
moment  for  the  risk/benefit  ratio  and  the  evidence  of  efficacy. 

I'd  like  to  go  on  quickly  with  the  remaining  time  to  simply  talk 
about  safety  and,  once  ^igain, -the  word  anecdote  comes  up.  I  don't 
think  we  can  laugh  off  the  Horowitz  Study  from  Australia  that 
showed  that  30  percent  of  the  people  who  were  young  and  healthy 
came  up  with  a  significant  and  dangerous  increase  in  the  diastolic 
blood  pressure. 


98 


I  also  think  that  the  evidence  From  the  Hopkins,  when  it's  looked 
more  seriously,  shows  that  there  _are__a_  number  of  people  in  that 
study  as  well  that  had  significant  hypertension.  So  these  are  riot 
just  unusual  samples  they  confirm  the  danger.     

A  third  of  the  young  people  who  take  this  drug  in  the  recom- 
mended therapeutic  dose,  have  dangerous  elevations  of  their  dia- 
stolic pressure.  That  is  rib  longer  anecdote.  This  relates  to  the 
known  physiology  of  these  drugs,  which  Dr.  Schwartz  could  de- 
scribe much  better  than  I.  This  known  physiology  fits  in  with  all  of 
the  side  effects  that  we  are  now  reported  as  happening  to  people 
using  these  drugs. 

My  own  scientific  evidence  is  also  a  bit  anecdotal  in  the  sense 
that  a  former  resident  physician  who  found  himself  interested  in 
going  into  a  remote  area,  and  I  apologize  to  any  people  here  who 
are  from  North  Dakota,  if  I  offend  them,  but  he  went  out  into 
Fargo,  N_.  Dak.,  to  set  up  practice.  There,  in  thecourse  of  6  months, 
he  found  seven  people  in  his  accident  room  that  had  severe  am- 
phetamine-like effects  from  PPA,  Now,  is  that  anecdote?  No. 

Dr.  Albert  Diet&  published  this  in  the  Journal  of  American  Medi- 
cal Association.  It's  a  well-known  study  and  it's  a  respected  study. 
And  how  do  you  think  that  an  over-the-counter  drug  became  this 
product  of  abuse  in  Fargo,  N.  Dak.?  Certainly  it  didn  t  take  a  large 
drug  push  to  get  it  out  there.  That  came  about  by  real  anecdote. 
Any  high ^school  child  knows  that  if  you  take  enough  of  these  drugs 
you  can  gei  a  high,  and  seven  of  them  appeared  in  Al  Dietz'  acci- 
dent room  in  a  7-month  period.  

I  think  that's  a  little  beyond  scientific  anecdote  and  I'd  like  to 
call  the  panel's  close  attention  to  it.  _     

We  are  also  sayirig_that_this  has  to  be  looked  at  in  terms  of  the 
aging  population.  To  the  aged,  I  think  all  of  us  will  agree,  youth  is 
beautiful,  slim  is  youthful,  and  that  they  are  interested  in  weight 
reduction  ]s  an  axiom.  You  have  some  information,  Ms;  Qakar,  that 
shows  that  they  are,  in  fact,  using  these  drugs.  They  will  continue 
to  use  them.  They  will  continue  to  use  them  as  long  as  they  are 
advertised  for  the  reduction  of  weight;  They  are  ineffective  and  the 
risk  is  unacceptable  and  untenable.  

I  think  that  what_we  are  watching  here-is  what  I  might  call  the 
ail-American  aver-the-counter  flirii-flani.  They  are  promised  some- 
thing like  is  "Take  out  your  savings  and  buy  our  drugs  and  we  will 
make  you  youthful  and  young  and  slim  again."  This  is  a  fraud  and 
it  should  Jbe  dealt  with  as  a  fraud.  I  don't  believe  that  we  ar_e_tel_k_: 
ing,  as  Mr.  Lantos  has  asked  us  not  to  talk,  about  withdrawing 
these  medicines,  from  all  over-the-counter  use. 

However,  I  do  think  he  would  agree  that  if  his  family  and  his 
young  relatives  are  using  ineffective  drugs  for  the  wrong  reason, 
they  should  be  taken  off  the  market  for  that  indication  so  that  his 
family  can  save  trieir  mbney^I  think  we  can  now  look  to  the  indica- 
tions for  use  of  these  medicines  and  whether  they  should  or  should 
not  be  allowed  to  be  used  for  obesity.  I  would  say  then  that  we  may 
have  two  additional  actions  to  take:  One^  make  them  prescription 
drugs,  if  they  are  to  be  used  for  obesity.  Two,  make  them  schedule 
2  drugs.  Here  I  differentiate  to  man  schedule  2  of  the  Dangerous 
Drug  Act,  not  the  categories  of  the  FDA  that  have  been  bantered 
about.  Schedule  2  means  that  a  doctor  has  to  write  the  prescrip- 
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tibri.  He  can't  rehiiw  it  over  the  phone.  Jf.  is  controlled.  These 
should  be  controlled  substances,  and,  momentarily  to  return  to.  a 
previous  comment.  Ms.  Ferrari)  was  hot  too  Tar  off  when  she  said, 
"There's  good  news  and  bad  news."  Indeed,  rria^be,  uthere  is  bad 
news  and  bad  news:"  These  drugs  are  not  called  controlled  drugs, 
but  they  should  be,  when  we  look  at  the  experience  around  the 
world  in  their  use.  But  prescription  schedule  2  LabeHng  would  not 
be^necessary  if  we  take  away  obesity  bs  an  Indication  for  their  use: 

Finally,  this  Select  Committee  on  Aging,  looking  at  the  relation- 
ship of  drugs  to  the  aged,  looking  at  the  way  information  is  to  be 
given  out  on  drugs^  must  look  very  carefully  at  a  new  danger  that 
is  rapidly  approaching,  and  that  is  the  danger  of  allowing  drug 
houses  to  advertise  directly  to  the  consumer  for  prescription  drugs 
as  well  as  for  the  over-the-counter  drugs:  That  may  be  considered 
to  be  another  issue,  but  I  beseech  you  to  look  at  that  issue  very 
ca re f u \ly  as  we  11 .  

Portions  of  the  drug  industry,  not  all  to  be  sure,  are  very  rapa- 
cious and  they  cannot  be  allowed  to  expose  the  trusting  consumer 
to  its  high-powered  promotional  tactics  unshielded. 

Lpause  there  and  wait  for  questions. 

[The  prepared  statement  of  Dr.  Prbut  follows:] 

Preparkd  Statkmknt  of  Tha^eus JLJPrqut,  M.£l,_ Associate .Pbofes&qr.of  Medi- 
cine, the  Johns  Hopkins  Univfksity,  and  Chief  of  Medicine,  Greater  Balti- 
more Medical  Center 

Membe rs  oF  the  Committee:  I  a m  Thaddeus  E.  Prout,  M.D.,  Associate  Professor  of 
Med ici ne_ a t  The _ Jo h ns  iiopki ns  Iln  j  ve rs i_ty_ Sc hool_ of  Medici ne  and  Ch i ef  o f  Med  i- 
cine  at  the  Greater  Baltimore  Medical  Center.  I  have  been  asked  to  reflect  on  the 
use  of  drags  in  the  treatment  of  obesity. 

I  am  no  stranger  to  this  problem.  My  concern  began  over  a  decade  and  a  half  ago 
and  has  allowed  me  to  be  a  part  of  a  battle  against  false  advertising  for  drugs  relat- 
ed to  obesity  which  has  been  successful  in  all  bf^those  confrontations  that  actually 
came  to  trial.  The  most  recent  of  the  cases  concerning  phenylpropanolamine  (PPA) 
was  in  association  wit  h  t  he  A  tto  r  ney  Ge  ne  ra  1  o  f  Mary  la  nd  concern  ing  a  publ  ic  he  a  r- 
ing  neld  on  January  25^  1981,  .against _the_Consu me r  JPubijshin^  Company 3  North 
Canton,  Ohio;  National  Pharmacals,  Canton^  Ohio;  Richelieu  PharmacaJs. Canton, 
Ohio;  and  the  president  of  the  Consumer  Publishing  Company.  A  copy  of  the  final 
order  against  the  defendants  is  appended. 

In  addition,  this  will  be  my  fourth  appearance  before  a  committee  or  subcommit^ 
tee  of  Congress  in  association  with  misrepresentation  of  the  therapeutic  efficacy  arid 
safety  of  p harmaceutica  1  prod ucts.  I  am  cha iman  of  the  com m i ttee  o n  pharmaceu t i- 
caLagents  jpr^he_  American  Society,  of  Internal  Medicine;  a  Fellow  of  the  College  of 
CI  i n  ica  1  Pha rmacoiogy ;  and  -president,  fou nd i ng  mem ber^  and  member  of  the  Boa.rd 
of  Directors  of  the  Society  for  Clinical  Trials.  All  of  these  organizations _have  anin- 
terest  in  these  procedures,  but  I  do  need  to  stat  unequivocally  that  I  speak  today 
riot  as  their  represeriiative  but  from  my  personal  study  and  conviction: 

Further,  I  am  a  duly  appointed  member  of  the  Planning  and  Evaluation  Task 
Force  of  the  National  Council  of  Patient  Information  and  Education  under  the  lead- 
e  rs  hip  of  a  former  and  il  lustri  ous  chai  rperson  o  f  this  com  mittee,  t  he  Honorab  le  Paul 
G_.  Rogers.  In the  tj'adiUon  of  this  cp  present,  I  am  dedicated  to 
the  rational  use  of  drugs  of  pro_ven_safety  and efficacy.  

The  issues  in  most  of  the  former  batlles  have_tended  to  concentrate  on_the_ques- 
tion  of  the  effectiveness  of  these  agents,  but  I  should  like  to  begin,  as  I  _said_  before 
Senator  Gaylord  Nelson  almost  ten  years  ago,  "The  final  judgment  as  to  the  efficacy 
of  a  drug  is  based  on  the  benefits  derived  from  the  drag  in  contrast  to  the  risks 
inherent  in  the  use  of  that  drug.  This  is ;  frequently  spoken  Of  as  the  risk-benefit 
ratio.  If  there  are  no  great  benefits  to  be  derived  from  the  use  of  a  pharrriaceutical 
agent,  there  would  seem  to  be  little  justification  For  the  use  of  this*  agent  since  some 
ri_bk_»s  inherent  in  the  use  of  any  foreign  chemical  in  human  subjects.  The  use  of 
pharmaceuticaL  agents  with  harmful  side  effects  and  little  usefulness  cannot,  in 
fact,  be  justified." 
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-  There  is  nothing  new  about  the  attempt  to  use  PPA  for  the  treatment  of  obesity. 
In  1948  the  late  R.  A,  Williams,  M:D.h  later  Professor. of  Medidne^  chairman  of  the 
Department  of  Medicine,  Washington  State  University,  and  the.foremost^en^ocnno- 
logist  in  the  United  State§,  §tated,  "Of  eight,  amphetamines  tested,  PPOAJPPA) 
ranked  seventh  while  Dextroamphetamine^  was  first  as  regards  their  relative  eilec- 
tiveness  in  ability  to  suppress  the  appetite."        .    .    -   .  ,  -  ... 

For  the  next  twenty  years^  PPA  was  used  principally  as  a  nasal  decongestant 
since  it  was  not  effective  for  weight  reduction.  In  the  mid  sixties  research  funded  by 
individuals  interested  in  promoting  the  unlikeJy_possi_bih_ty that  this  was  an  effec- 
tive drug  in  the  treatment  obesity  appeared,  and  a  controversy  over  the  eilective- 
ness  of  PPA  as  an  anorectic  agent  immediately  followed.    .  .. 

In  1976  an  advisory  panel  of  FDA  reviewed  the  literature  on  the  safetv  andeOica- 
cy  of  PPA  anc)  concluded  that  PPA  was  safe  for  adults  as  a  cold  remedy  in  specifi- 
cally recommended  ioses_provided  there  were  no  coritrainrtications.  In  19i8  a  second 
advisory  reviev  panel  was  convened  by  FDA  for  the  purpose  of  reviewing  the  evi- 
dence on  PPA  as  an  aid  to  weight  reduction  for  over  the  counter  use.  A  tentative 
statement  for  the  advisory  review  panel  issued  in  December  1978  concluded  that 
"such  products  are  safe  arid  effective  for  OTC  use  when  the. amount  of  Phenylpro- 
panolamine contained  in  the  product  iswithin  the  recommended,  per :  dose  t^5_to  50 
mgs.)  and  daily  dosage  (not  more  than  100  mg )  amounts/  In  reaching  thin  conclu- 
sion, the  panel  depended  on  the  previous  findings  of  safety  for  cold  remedies  and  on 
unpublished  reports  for  evidence  of  efficacy.    - 

In  the  treatment  of  obesity.  Jthe  prototype  medication  among  the  amphetamines 
and  its  congeners,  of  which  PPA  is  a  minor  member,  has  always  been  Dextroamphe- 
tamine In  1974  an  extensive  review  was  undertaken  of  data  available  from  legiti- 
mate pharmaceutical  firms  concerning  the  efficacy  and  safety  of  amphetamines  as  a 
treatment  for  obesity.  Over  one  thousand  reports  were  reviewed  from.which  two 
hundred  studies  were  analyzed  by  the  committee  of  which  I  was  chairman.  There 
was  evidence  of  only  trivial  weight  loss  by  individuals  taking  these  powerful  drugs 
over  those  taking  only  placebo.  The  committee  was  able  to  conclude  that  the  differ- 
ences in  Weight  loss  between  the  two  groups  of  patients  was  confined  to  a  tew 
pounds  over  a  period  of  from  eight  to  sixteen  weeks, Moreover,  this  difference  was 
already  lessened  with  time  over  even  the  short  span  of  this  study.  Subsequent 
review  of  these  medications  following  failure  of  the  committee  s  rec^niniendatipn  to 
be  enforced  led  to  a  recommendation  that  obesity  be  withdrawn  as  an  indication  tor 
the  use  of  these  drugs,  and  this  has  been  accomplished.        -  -       -  -  -      --   -  ----- 

When  the  FDA  Advisory  Review,  Panel  on  Miscellaneous  Internal  jjrug^roducts 
gave  its  resort  on  PPA  in  1975,  it  relied  heavily,  as  noted  previously,  on  the  earlier 
report  of  the  advisory  committee  of  .theJFDA  fpr_eyiden.ce  of  safety  as  it  was  applied 
to  PPA  as  a  cold  remedy.  Evidence  of  efficacy,  for  the  .treatment  of otesity  was^ased 
on  reports  which  are  largely  unpublished.  Although  the  FDA  Labeled  this  a  Tenta- 
tive Report",  the  FDA  has,  by  its  silence,  tacitly  allowed  the  tentative  conclusions  to 
become  public  policy,  as  a  result,  both  sales  and  profits  more  than_dou_bled  for M?ne 
company  alone  between  the  first  nine  months  of  1979  and  the  same  period  in  1980. 
Sales  and  profits  have  continued  upward  since.  :  ,   -  .  

Earlier  it  was  noted  that  PPA  stood  seventh  in  a  list  of  amphetamines  as  to  po- 
tency in  relation  to  its  ability  to  control  appetite.  We  have  seen  that  the  most 
potent  of  these  agents  yields  only  trivial  reduction  in  body  weight  under  controlled 
studies.  Thus  there  is  no  scientific  justification  for.  the  finding  that  a  product  one 
seventh  to  one  tenth  as  potent  as  the  major  drugs  in  this  field  could  succeed  in 
counter  distinction  to  the  parent  impound,  _#_    ... 

Turning  now  to  the  question  of  safety,  an  additional  note  of  caution  must  be 
raised  Encouraged  by  manufacturers  through  false  advertisings  the  .use  of _PPA  can 
be  dangerous.  The  medical  literature  contains  many  reports  of  serious  adverse  et- 
fects  following  the  use  of  this  medicine.  There  is  evidence  that  these^drugs  tiave 
been  associated  with  acute  lysis  of  muscle  cells  with  secondary  renal  failure  (JAMA 
248:1216,  1982);  severe  elevation  of  blood  Pressure  with  myc^rdial  damage 
Heart  j!  47:51,  1982),  cardiac  arrhythmias..  (Clin...  .Toxicol  T:573, ^  l^O^Can.  Jfiri 
Assoc.  J.  115:729,  1978);  chest  pain .in_  normal. patients  (Med.  J.  ^ustral.  ^4Sf,  ma, 
Lancet,  2:60,  1980);  cerebral  hemorrhage_(Med._J,  Austral,  2:258,  1959);  pswhic  reac- 
tions to  even  a  small  dose  of  PPA  such  as  mania  and  hallucinosis  (A.  J.  Psychiatry 
138-392,  1981;  JAMA  245^01,  1981);  as  well  as  street  abuse,  seizures,  and  death  from 
overdosage  (JAMA  245:1346,  1981).  Since  under-reporting  of  all  adverse  drug  effects 
is  well  documented,  there  can  be  rib  question  of  the  potential  dangers  inherent  in 
the  useotthis  medicine.  •  -  -  -     --  -  -     .  ---- 

From  this  review  one  can  agree  with  Bennett  that  ^hy^amphetamine  with  anor- 
exic properties  has  the  potential  for  causing  untowards  CNS  side  effects  regardless 
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of  the  manufacturer's  claims"  i  Psychbsbmatics -4:327,-  1963J._  In  brief,  rib  drug  has 
been  shown  to  have  even  trivial  effects  bri  appetite  which  was  at  the  same  time  safe. 

The  . two  effects  are !  completely  interlocked.  

_  As  a n  ove  r  t he  cou nte r  d  rug,  PPA  may.  he  obtai _ned_  by  _any pne_w  it hoy t_  rega rd  to 
special  risk  factors.  This  is  of  special  concern  in  regard  to  the  aging  patient.  These 
drugs  which  do  little  to  control  weight  are  especially  dangerous  in  this  group.  Obesi- 
ty increases  with  :»sre  and  is  associated  With  hypertension,  Cerebral  vascular  disease, 
heart  disease,  ah  J  diabetes.  In  addition,  in  their  pursuit  of  youthful  appearances, 
the  aging  population  has  become  a  susceptible  group  for  the  false  advertisement  re- 
lated Jo  the _us_e_of  tjiese_drugs.  These  are the  individuals  at  risk  for  central  nei^ous 
system  symptoms,  cerebral  vascular  acddents,_  hypertensi  ve  .crises,  myocardial  in- 
farction, congestive  heart  failure,  arrhythmias,  and  hyperglycemia. 

I  began  by  pointing  out  that  I  have  been  involved  with  a  "one-on-one"  confronta- 
tion with  single  manufacturers  concerning  the  advertisement  of  single  4iame  drug 
products,  but  I  have  come  to  realize  that  this  does  little  to  resolve  this  problem. 
Delays  of  court  action,  appeals,  and  eventually  the  changing  of  the  company  name 
or  the_compa_ny  product  all  serve  the  producer  at  the  risk  of  the  consumer.  Action  of 
this  committee  in  the  creation. of  Legislation  to  j>r^vent_th:ese_abAises_wjll_do_much  to 
change  this  picture.  Not  only  can  this  prevent  the  direct  abuse  of  the  consumer  by  a 
rapacious  drug  industry  but  it  might  also  become  the  prototype  for  farther  reforms 
concerning  drug  advertisement  generally.  Unfortunately  serious  Consideration  is 
being  given  currently  to  allow  the-  drug _ industry  Jlirect  access  to  the  consumer  for 
a  1 !  drugs  through  ad ver t iseme n t.  Expansion  of  t heir  legal  right  to  do  this  wou i Id  be 
a  grievous error  on_the  part  of Congress  or.oj'jhe  FDA,  The  e^^ 
discussing  this  morning  in  relation  to  PPA  and  ^peciflcaily  as_ it  relates  to:th_e_aging 
population  is  but  a  small  portion  of  the  problem  that  will  develop  if  the  right  to 
direct  advertisement  is  expanded.  This  committee  should  consider  its  role  in  pre- 
venting the  abuse  of  the  population  most  likely  to  be  harmed  by  excessive  advertise- 
ments. 

Ms:  i)AKARr  Thank  you  very  much,  Doctor: 
Dr.  Ramey? 

STATEMENT  OF  DR.  JAMES  RAMEY 

Dr.  Ramey.  Ms.  Oakar,  thank  you  for  inviting  me  to  speak  today: 
My  name  is  Dr.  dames  Ramey.  I'm  a  physician  and  I  specialize  in 
endocrinology  and  metabolism.  I'm  on  the  faculty  of  George  Wash- 
ington Medical  School  and  I'm  a  consultant  to  the  National  Insti- 
tutes of  Health  and  to  the  Veterans'  Administration  Hospital. 

It's  my  view  that  the  over-the-counter  diet  medicines  containing 
PPA  should  be  removed  from  the  market  because  they  are  neither 
efficacious  nor  safe;  As  others  before  me  have  said,  they  are  par- 
ticularly of  danger  to  elderly  patients.   _t_ 

In  reviewing  the  studies  purporting  efficacy,  I  was  wondering  if 
any  of  the  people  who  have  done  any  of  those  studies  would  be  will- 
ing to  take  a  group  of  65-year-old  overweight  people,  not  measure 
their  blood  pressure  before  they  started  the  study,  and  give  them 
phenylpropanolamine  for  6  weeks  to  see  if  they  lose  weight  and  to 
see  if  anything  bad  happens  to  them.  That  study  has  not  been  done 
and  I  would  predict  that  it  would  never  be  done  because  the  drugs 
look  to  be  unsafe  enough  that  no  responsible  investigator  would  be 
willing  to  take  the  risk.  

Now,  why  do  I  think  that  they're  not  efficacious?  The  gold  stand- 
ard for  the  treatment  of  obesity  is  that  the  weight  loss  has  to  be 
sustained  for  Atl^^_ly^_mA.P^^^l  2  years.  Obesity js  a 
chronic  disease  that  lasts,  generally,  for  the  lifetime  of  the  person 
once  they  become  obese.  It's  like  high  blood  pressure.  No  one  would 
advocate  that  a  drug  be  sold  for  the  treatment  of  hypertension  that 
lasted  for  6  weeks  and  then  you  stopped  taking  the  drug.  Because 
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hypertension  is  a  chronic  disease  which  needs  to  be  treated  life- 
long, as  does  obesity.  -   

Soy  in  evaluating  ahy_  scientific  study  that's  presented  to  you 
about  the  treatment  of  obesity^  you  have  to  see  whether  the  weight 
loss  has  been  sustained  for  1  year  or  2  years.  

Now  these  drugs,  as  you  know,  the  studies  last  generally  between 
4  weeks  and  8  weeks:  There  is  no  study  of  any  of  these  over-the- 
counter  medicines  that  documents  sustained  weight  loss  for  at  least 
1  year,  and  therefore,  none  of  these  studies,  no  matter  how  well 
done,  are  scientifically  valid  for  the  treatment  of  this  chronic  ill- 
ness. _  

Now,  given  that  the  studies  don't  meet  the  gold  standard,  which 
in  my  testimony  I  have  submitted  in  writing,  that  gold  standard  is 
presented  in  _aU  the  textbooks  of  endocrinology  and  metabolism, 
and  none  of  them  advocate  using  any  kind  of  medicines  for  the 
treatment  of  obesity  because  none  of  them  have  been  shown  to  be 
effective.  They  don't  even  mention  these  kinds  of  medicines,  I 
might  add.   

Given  that,  look  at  the  short-term  studies  that  the  drug  compa- 
nies, by  and  large,  have  presented  as  evidence  that  these  drugs  are 
effective,  in  the  short  run,  for  a  period  of  2  to  3  months.  What  as- 
tonished me,  arid  I've  read,  I  believe,  every  study  that's  been  pub- 
lished in  this  matter,  what  astonished  me,  first  of  all,  is  that  Ive 
never  heard  of  any  of  the  journals  that  they  have  been  published 
in.  Including  the  International  Journal  of  Obesity,  which  I  have 
now  heard  of. 

And  the  reason  is  when  I  was  doing  scientific  research  on  drugs, 
what  you  did  first  when  you  did  a  study  was  you  submitted  it  to 
the  New  England  Journal  of  Medicine,  and  if  they  rejected  it,  then 
you  sent  it  to  the  Annals  of  Internal  Medicine,  and  if  they  rejected 
it  you  went  down  the  list  until  you  found  somebody  that  would 
publish  it,  because  if  you  didn't  publish  it,  you  didn't  get  promoted. 

Well,  I  never  got  down  to  the  International  Journal  of  Obesity. 
On  the  other  hand,  I'm  now  in  private  practice.  ___.  _ 

If  you  look  at  the  scientific  validity  of  these  studies,  the  reason 
that  they  haven't  gotten  into  the  New  England  Journal  of  Medi- 
cine is  that  they  are  poorly  done  studies.  Many  of  them L  actually 
haven't  even  been  published.  They've  just  been  submitted  to  the 
Food  and  Drug  Administration.  If  you  look  at  the  way  they  do 
their  controls,  if  you  look  at  the  way  they  do  their  statistics,  most 
of  them  you  can't  even  figure  out  whether  the  statistics  are  good 


0  t  uu^y  •  _   _____  _     \-  - 

So,  scientifically  speaking,  the  studies  that  purport  to  show  that 
they  caused  some  weight  loss  are  bad  studies  and  shouldn't  be  used 
for  spending  $200  million  a  year.  _-    - _-  -- 

Now,  given  that,  look  at  the  advertisements  oh  television.  If  you 
look  at  the  advertisements  on  television  vou  would  think  that  if 
you  took  those  drugs  for  a  little  while  you  d  get  to  be  as  slender  as 

1  am.  Well,  the  fact  is  that  that's  what  the  drug  companies  would 
like  you  to  think  from  their_adyertisirig.  If  you  actually  look  at  the 
studies  which  they  used  to  purport  to  demonstrate  weight  loss*  tfe 
maximum  amount  of  weight  loss,  on  the  average,  is  about  one-half 
pound  a  week. 
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Now,  I  see  probably,  in  my  practice  of  a  dozen  years,  IVe  prob- 
ably seen  400  or  500  people  who  come  to  me  as  a-specialist  in  the 
treatment  of  obesity;  Now,  if  J  told  one  of  those  250-pburid  people 
sitting  across  from  my  desk  that  under  my  expensive  and  sophisti- 
cated regimen  at  the  end  of  3  months  that  they  would  be  5  pounds 
lighter,  they  would  stand  up,  walk  out  of  my  office,  and  refuse  to 
pay  my  bill.   

The  fact  is  if  the  public  knew  that  they  wouldn't  lose  very  much 
weight,  even  in  the  short  run,  and  that  they  would  be  back  to  the 
same  weight  in  the  long  run,  they  wouldn't  buy  these  medicines. 

In  treating  all  these  people  with  obesity,  I  must  say  that  I'm  very 
bad  at  treating  patients  with  obesity.  In  every  good  scientific  study 
looked  at,  the  success  rate  is  no  bigger  than  5  percent.  And  I'm  no 
better  than  anybody  else.  Hundreds  of  patients  that  I've  seen,  they 
usually  come  to  me  fairly  late  on,  because  I  specialize  in  that  disor- 
der. Almost  all  of  them  have  taken  over-the-counter  diet  medicines 
and  almost  all  of  them  lost  a  couple  pounds,  and  none  of  them  are 
any  lighter  by  the  time'they  get  to  see  me  as  a  specialist. 

So,  they  don't  meet  even  the  most  minimum  standards,  it  seems 
to  me,  of  effectiveness.  And  they  are  dangerous.  And  I  won't  go 
into  the_ details  because  people  before  me  have  done  so.  But  it's  my 
judgment  that  they  are  particularly  dangerous  in  the  elderly,  be- 
cause the  elderly  have  a  much  higher  incidence  of  heart  disease 
and  cerebrovascular  disease,  and  to  .subject  them  to  the  risk  of 
taking  a  medicine  which  has  no  benefit,  it  seems  to  me,  is  entirely 
unjustified. 

And  the  elderly  that  I'm  most  concerned  about,  given  that  I  am 
a  big  city  doctor,  are  the  elderly  poor,  of  which  there  are  a  large 
number  in  Washington,  D.C.,  and  if  you  go  and  look  at  the  drug- 
store windows  in  the  ghettos  in  this  town,  that's  where  you  see  the 
big  advertisements  for  the  over-the-counter  diet  medicines.  You 
don't  see  them  in  Spring;  Valley ._ 

And  the  elderly  poor  are  the  people  most  likely  to  take  over-the- 
counter  diet  medicines,  and  they  are  quite  likely  to  not  be  under 
medical  supervision  because  they  can't  afford  it.  And,  as  a  conse- 
quence, they  are  the  least  likely  people  to  know  that  they  have 
high  blood  pressure  and  heart  disease  and  should  avoid  those  medi- 
cines  -  -  -  -  -  - 

So,  and  therefore,  I  think  that  these  medicines  should  be  taken 
off  the  market,  since  they  are  absolutely  not  efficacious,  and  there- 
fore, as  my  predecessor  said,  since  there  is  no  benefit,  no  risk  is  ac- 
ceptable. 

Thank  you.   

[The  prepared  statement  of  Dr.  Ramey  follows:] 

Prepared  Statement  of  James  N.  Ramey,  M.D.,  Associate  Clinical  Professor, 
George  Washington  University 

The  most  significant  nutritional  disease  in  the  United  States  is  obesity.  Obesity 
contributes  to  heart  disease,  diabetes,  hypertension  and  lipid  dLSOrders._It_is_an_e_x- 
tremely  widespread  disease  and  though  it  has  been  with  us  for  as  long  as  humanity 
existed,  it  has  only  been  a  problem  in  wealthy  countries  where  people  can  afford  to 
eat  more  than  their  bodies  burn.  The  cause  of  obesity  is  still  unknown.  We  do  not 
know  why  most  people  overeat.  There  have  been  a  host  of  possible  explanations 
given,  such  as  early  childhood  overfeeding,  hereditary  disorders,  hormonal  disorders 
and  disorders  of  the  part  of  the  brain  that  controls  eating.  As  yet,  none  of  these 
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possibilities  have  been  definitively  proven  to  cause  obesity.  In  part,  because  we  do 
notJcnow  the  cause  of  obesity,  we  have  been  unabie_to  develop  a  cure.     

What  would  be  the  definition  of  care  of  obesity,  a  chronic  .disease  which  kills .  mil- 
lions of  Americans  a  year  and  which  causes  countless  others  to  suffer  shame_  be- 
cause of  bur  youth-oriented,  slender-oriented  society?  Any  care  for  obesity  must  be  a 
long  term  cure.  Obesity  is  a  chronic  disease.  One  is  not  obese  for  a  day,  or  a  week, 
or  a  month.  One  is  obese  generally  for  one's  entire  life.  No  expert  in  obesity  consid- 
ers any  treatment  for  obesity  as  being. effective,  much  less  being  a  cure,  unless  it 
can  cause  substantial  weight  loss  thut  lasts  at  least  a  year  or  two. 

Any  modality  which  causes  a  small  amount  of  weight  loss  thatjasts  a  few  weeks 
is,  by  the  definition  of  experts  in  obesity,  an  ineffective  treatment.  If  we  compare 
obesity  to  hypertension^  we  have  to  realize  that  no  one  would  consider  a  reasonable 
treatment  for  hypertension,  which  is  a  chronic lifejbrig  disease,  a  treatment  which 
lasted  three  to  four  weeks  and  which  had  never  been  proven  to  last  longer  than  a 
couple  of  months.  The  old  standard  _for_evaIuatjon  _pf  therapies  for  obesity  looks  at 
sustained  weight  loss  of  at  least  one  year,  and  preferably  two^years,   

Using  that  standard,  no  treatment  for  obesity  has  been  effective,  in  large  popula- 
tions of  patients  for  more  than  five  to  ten  percent  of  patients:  The  most  successful 
methods  for  the  treatment  of  obesity  arernethbds  that  motivate  patients  to  eat  less, 
in  a  balanced  diet..  Programs  such  as  Weight  Watchers  have  in  general  been  the 
most  effective,  because  they  .combine  behavior  modification  with  a  reasonably  de- 
creased caloric  intake.  The  object  is  to  change  people's  eating  habits  so  that  over  the 
long  run  they  eat  less:  Since  obesity  has  as  a  large  part  of  ita  psychologicaLcompo- 
nerit,  almost  any  program  of  weight  Joss  which  appeals  to  popular  imagination 
works  for  a  short  period  of  time.  Thus,  fad  diets  recur  in  the  American  population,  I 
first  began  practice  ten  years  ago  when  the  Atkins  diet  was  popular.  More  recently, 
there  was  the  liquid  protein  diet  and  most  recently  is  the  Scarsdale  diet.  All  of  these 
diets  work  and  all  of  the  nost.ru ms  _and _medici nes  work  in  the  short  run  because 
people  are  motivated  for  psychological  reasons  to  lose  weight jn  the. short  run?  What 
is  needed  is  a  treatment  which  will  work  in  the  long  run,  ana  that  generally  is  be- 
havior mbdiFicatibrUri  which  people  learri  to  eat  differently. 

The  hope  has  been  that  helping  people  to  start  out  losing  weight  with  some  drug 
or  gimmick  will  enable  them  to  change  their  dietary  habits  and  lose  weight  over  the 
long  run.  This  hope  has  Jiot  Jbeen.fuif  Jled.  There  is  no  way  to  lose  weight  other  than 
a  life  long  plan  of  eating  less  than  one  wants  to.  These  facts  have  made  treating 
obesity  very  frustrating  for  the  physician,  not  to  mention  the  j3AU_ent_Aji_  honest 
physician  can  tell  his  or  her  patient  that  the  patient  will  have  about  a  ten_ percent 
chance  of  sustained  weight  loss  at  one  year  if  they  go  on  his  program  of  behavior 
modification  and  a  balanced  caloric  reduction.  If  psychotherapy,  group  therapy,  so- 
ph is ticated  dieticians,  and  a  m micfc  o r  two  are  th rbwn  i ri ,  the  program  might  be 
sligh tly  more  su ccessfu  Lido,  not  have_ any  gimm icks,  and  I  in  fact  now  do  ri ot  en- 
courage people  who  are  overweight  to  come  to  me.  forJtr_e_atment  as  I  am  just  as  un- 
successful as  anyone  else.  They  see  me  in  the  desperate  hope  that  there  is  some- 
thing wrong  with  their  hormones,  but  there  seldom  if  ever  is.   

I  have  seen  hundreds  of  patients  who  are  overweight.  I  have  cured  very  few,  and  I 
have, disappointed  many.  Hormones  have  always  been  norrrial.  #  t  - 

Most  of  the  patients  that  I  see  in  my  practice  have  already  filed  at  miltiple  diets 
and  multiple  gimmicky  programs.  Many  have  been  to  "fat  doctors"  and  have  been 
treated  with  shots  and  drugs  which  lasted  only  a  transient  _ 

have  tried  over-the-counter  appetite  suppressants  containingj)Jie  n^Rroj)anolamLne, 
None  has  achieved  weight  loss^of  more  than  a  few  pounds  that  has  been  sustained 
for  more  than  a  few  weeks.  The  major  anorexiants  are  amphetamine-like  agents 
and  these  drugs  presumably  exert  their  effects  at  the  level  of  the  hypothalamus.  It 
is  probable  that  they  have  a  modest  effect  in  promoting  short-term  weight  loss  in 
certain  individuals.  However^  they.are  effective  only  for  a  period  of  a  few  weeks  and 
problems  of  habituation ,  addiction  and  general ized  _d r ug_  abuse  1 1  mi t  their  useful- 
ness. However,  none  of  these  agents  treats  the  underlying  eating  disorder  so  they 
are,  therefore,  of  little  use  in  maintenance  of  weight  reduction.  

"The  major  problem  in  the  treatment  of  obsesity  is  not  weight  reduction  but 
maintenance  of  the  reduced  weight"  Provided  the  therapist  works  hard  and  long 
enough,  most  motivated  patients  can  eventually  lose  weight.  Unfortunately,  only 
the  rare  patient  maintains  the  weight  loss  permanently.  Obesity  is  an  eating  disor- 
der and  the  underlying  me*hani_sms_are_npt^ 

A  quotation  from  the  Fez/oook©^  ed)  says  an 

appetite  suppressant,  usually  amphetamine,  derivatives,  are  of  limited  utility,  since 
their  effect  is  transient  and  rarely  leads  to  more  than  a  10  percent  weight  reduc- 
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tibri.  Since  the  treatment  of  obesity  is  life-long,  such  drugs  have  rib  demonstrable 
role  in  the  long  term  jnanagement  br  obesity."  __.  _  : 

_  .Thus,  it  has  been  demonstrated  that  any  short  term  treatment  of  obesity  which 
cannot  be_demonstrated.to  last _for  signLficant_periods  of  time,  us 
to  two  years,  is  no  treatment  at  ail  Then,,  for  .evaluating  any_  treaimeJlLpf^.besity 
which  is  going  to  be  approved  if  not  granted  FDA  approval,  the.  treatment  must  be 
demonstrated  to  last  for  at  least  one  year:  No  good  study  of  obesity  treatment  dem- 
onstrates that  any  modality  in  a  statistically  significant  way  will  lead  to  substained 
weight  loss.  Certainly  rib  data  suggests  that  amphetamine-like  derivatives  such  as 
phenylpropanolamine  will  lead  to  sustained  weight  loss.  4f  they  do  riot  meet  this 
standard  of  efficacy,  then by my '  definition,  they  are  ineffective  drugs  arid  should 

n  ot.  be  sold,  asif  they  we  re  effective.  

It  is  given  that  with  a  iittlehelp  starting  out  _with  weight  reduction  due  to  the 
drugs,  people  will  learn  new  dietary  habits.  This  has  not  been  proven  andinfactJs 
exceedingly  unlikely  since  it  does  not  happen  with  any  of  the  stronger  amphetamine 
drugs. 

Accepting  for  the  moment  that  these  drugs  do  not  meet  the  long  terrii  standards 
that  the  scientific  community  will  require  for  a  weight  reduction  agent,  Jet  lis  see 
whether  these  drugs  really  meet  the  public's  standard  for  a  weight  reduci ng  agent. 
Contraryto  what  the  package  inserts  and  the  .advertise^ 

believe,  _  the  over-the-counter  diet  .suppressant  .containing  phenylpropanolamine 
appear  to  cause  a  very  small  amount  of  weight  reduction.  I  have  reviewed,  all  the 
studies  that  were  submitted  to  the  FDA  when  it  had  its  original  hearings  in  the 
UNO's.  I  reviewed  several  studies  that  have  been  published  since  then.  The  astound- 
ing thing,  from  the  publics  point  of  view,  is  that  they  in  fact  docurrient  that  very 
small  amounts  of  weight  reduction  are  achieved  with  these  riiediciries.  Studies  were 
conducted  i n  which  there  was  freque n t  visits  to  the  cl i nics,  whe re  doctors  or  other 
health  person  nel  we  re  seen  j  so  there  was  a  great  deal  of  phychological  support  for 
the  weight  reduction  effort  which  always  included.  djetinipjus_takingLthe  medicine. 
There  was  thus  a  large  effect  of  the  non-drug  therapy  that  accompanied  the_drug. 
Therefore,  in  order  to  attribute  any  of  the  weight  loss  to  the  medicine  you  have  to 
subtract  what  the  control  group,  the  group  that  did  not  get  the  medicine,  lost:  Over 
six  weeks,  which  is  the  average  duration  of  the  studies,  the  average-person  lost  2:7 
lbs  more  that  the  control  group.  If  I  told  a  patient  coming  to  my  office  that^ver  a 
s ix  week  pe riod  they  would  lose  2.68  more  than  they  would  lose  if  I  merely  pre- 
scribed sugar  pills ,  they  would  ge  t_ u_p>_  walk _out  of  my  office  and  refuse  to  pay  my 
bill  If  the  public  realized  that  over  a  six  week  period  they  would  be  lucky  to  lose  3 
to  4  lbs,  that  they  would  probably  not  lose  any  more  than  that  even  if  they  stayed 
on  the  medicine  and  that  they  would  be  the  same  weight  a  few  months  later,  almost 
certainly  these  drugs  would  not  sell  at  all.  The  small  amount  of  weight  reduction 
actually  achieved  by  these  drugs  in  the  studies  is  riot  realized  by  the  people  who  buy 
the  drugs.  -  -  - 

It  is  astonishing  to_me  that  the  FDA  has  accepted  the-studies  that  have  purported 
to  show  that  these  drugs  work,  even  in  the  short  run.  The  stud ies  which  I  have  re- 
v ie wed  are  gene ral ly  of  poor _tech in ical  quality  and  have  ei the r  not  been  publ  ished 
and  a  re  held  by  t  he  d  rug  companies*  _or  have  bee  n  publ  ished  in  obscu  re  jbu  r  ria  Is. 
Nowhere  do  you  see  any  reports  in  the  New  England  JourjiaLof_Medicine  pr  the 
American  Journal  of  Medicine  or  the  Annals  of  InternalJMedicine  or _any_ other  rep- 
utable well-reiereed  presitigious  medical  journal:  That  is  because  these  studies  Jire 
poorly  dbrie.  There  is  poor  matching of  patients  to  controls.  Unless  you  can  show 
that  the  treated  patients  arid  the  patients  taking  the  sugar  pills  were  the  same  in 
most  respects,  you  cannot  show  that  any  difference*  was  due  to  the  drug  or  to  the 
differences  in  the  patient  populations.  Frequently,  the  controls  started  off  at  differ- 
ent weights  than  the  treated  groups.  The  time  periods  used  were  very  short;  often 
three  or  four  W^ks,_a_  pitifully  short ..time  to  dixument  _we  since  every  pro- 

gram initially  shows  some  _we_ight  loss.  In  _these_  studies,  the  data  given  was  quite 
inadequate  to  determine,  from  an  objective  point  of  view,  whether  the  study  was 
Valid  or  not:  The  data  only  mentioned  side  effects  casually  and  did  not  scientifically 
analyze  the  side  effects.  One  study,  in  order  to  make  its  Ji_umbers_  statistically  sig: 
nificant,  excluded  the  treated  patients  in  the  study  who  had  gained  weight,  rather 
than  lost  Weight.  The  studies  had  an  unacceptably  high  number  of  drop  outs_from 
the  program.  Onp  of  the  larger  studies  had  a  drop  out  rate  of  34  percent  of  the 
treated  group  bcure  the  study  could  be  treated. 

Therefore,  it  is  not  at  all  clear  to  me  that  there  has  been  any  demonstrated  effica- 
cy of  these  drugs,  even  in  the  short  run.  If  the  studies  that  have  been  done  are 
poorly _done  and  are_not  convincing  scientifically  then  brie  cannot  say  that  these 
drugs  even  cause  short  term  weight  reduction.  As  I  said  before,  even  given  that  this 
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isjrue,  most  ol'jhesc^studies  sho  few  pounds  of  weight  joss,  over  six  weeks. 

This,  is  clearly. not  acceptable _to patients,,  and  jnighi  be^cce^teb[e  to  doctorsj_f_the 
weight  loss  was  sustained  for  a  period  of  year,  but  this  has  never  been  demonstrated 
nor  even  alleged;  

It  is^  my  contention  that  drugs  sold  over  the  counter  should  be  efficacious  arid 
safe.  The  efficacy  even  in  the  short  run  has  riot  been  clearly  demonstrated.  The 
safety  issue  will  be  disscussed  by  others.  I  should  point  out,  however,  that  a  differ- 
ent _sta_nda rd  of  scien t ific  ya I  idi  ty  _shp_u  Id  be  _gi  yen_ to  fears  of  ill  effects  of  oyer-t  he- 
counter  medicines,  Rigorous  standards  of  proof  that_a_drug  is  .effective,  treatment 
should  be  reqaired.  Only  in  extremely  valuable  and  therapeutically  effective  drugs 
can  One  afford  to  ignore  reported  of  serious  side  effects.  Many  drags  which  have  se- 
rious side  effects  demonstrate  them i  only _iri i_-a"  few  patients.  To  say  that  only  5  per- 
cent of  patients  had  significant  hypertension  from  taking  these  medicines  may 
mean  that  hypertension  may  well  not  be  demonstrated  in  a^  study  in  which  an  ayer- 
age  of  the  blood  pressure  js  dpnet  which  jmp_pen_s_in_many  of  these.studies^  The_  raw 
data  in  many  of  th->  studies  is  not  available  for  scrutiny,  but  upon  scrutinizing_some 
of  the  data  that  has  been  made  available,  it  is  apparent  that  in  some  patients 
taking  these  drugs  the  blood  pressure  rises  dramatically:  Since  these  patients  are 
riot  under  medical  supervision,  whether  or  nol  the  blbbd _  pressure  goes  up  is  hot 
going  to  be  known  to  the  patient.  The  drugs  are  all  amphetamine-like  drugs  and  it 
is  therefore,  likely  that  they  cause  some  hypertension,  and,  as  will  be  shown  by 
Other  people  testifying  here,  these  medicines  do  cau^e_hyi^rtensioji_in_some  people. 
They  can  aiso  cause  insomniat  irritability  and  a  variety^  of  other_minoT_  side,  effects- 
They  can  certainly  aggravate  hypertension  in  individuals  who  already  have  it. 
There  have  been  many  reports  of  serious  side  effects  such  as  malignant  hyperten- 
sion, seizures,  coma  arid  serious  psychiatric  disorders  precipitated  by  these  drugs: 
While  these  are  only  case  reports  and  are  usually^  riot L  clear  reports,  as  people  have 
been  taking  other  medicines,  they  have  to  be  taken  seriously  since  these  drugs  are 
so  w_ide!y_aviiiiab!e  and  are  used  by  people  not  under  medical i  superyisibn. 
_  These _m_edicines_ are  particularly  dangerous  to  older  patients.  Since  these. patients 
are  more  susceptible  to  the  effects  of  hypertension  in  lerms  of  rather  modest  rises 
in  blood  pressure  precipitating  heart  attacks  and  stroke.it  is  particularly  important 
that  older  patients  be  assured  that  these  drugs  do  not  harm  them.  I  do  not  think 
that  the  package  inserts  warning -that  you  should  riot  take  these  medicines  if  you 
have  high  blood  pressure  are  sufficient.  People  taking  these  medicines,  especially 
older  people,  do  not  known  that  they  have  high  blood  pressu re;  they  do  not  know 
that  they  have  serious  heart  disease  wh[ch  may  be  aggravated !  by  taking  these  stirri- 
u  1  an tSL  It  is  i  m porta nt,  _t herefo rej  _t_hat  _t h_ese_d r ugs_not  be^romoted  fb r_olde_r  people. 
Furthermore,  it  is  not  demonstrated  that  older,  people  .benefit  from.  minor_decreases 
in  weight,  since  frequently  these  people  are  dieting  in  order  to  treat  hypertension  or 
diabetes,  and  a  few  pounds  of  weight  loss  is  not  going  to  make  a  difference  in  those 
diseases.  Particularly  the  unsuspecting  elderly  poor  are  at  risk.  They  do  not  have 
access  to  medical  care  to  find  but  if  they  have  underlying  disease  if  they  know  they 
are  overweight  and  try  to  do  something  about  it  by  taking  one  of  these  over-the- 
counter  medicines  which  are  sp  widely  promoted.  

It_  i_s_  my  .suspicion  that  these  _m  edici  nes_  a  re  _  more  likely  to  be  used  by  people  who 
can  not  afford  traditional  medical  _care.  They,-  theref  ore^tu  rn  _tp_  an_un_expensiye  nps- 
trum  which  might  help  them.  These  are  people  much  more,  likely  to  havehyperten- 
sion,  heart  disease  that  has  not  been  detected  previously  because  they  have  not  been 
able  to  afford  medical  care.  These  are  the  people  that  are  most  at  risk— the  elderly 
and  the  poor— thatj  believe  are  most  likely  to  take  these  medicines. 

In  summary,  the  over^the-cburiter  diet  medications  containing  pheriylprbpariola- 
mine  have  not  been  proven  to  be  efficacious  for  the  treatment  of  the  chronic  disease 
knpwn_as_pbesity.  They  pro^  and 
have  _t he  possibility:  for  s_erious  side_  effects  _ano!_shouid  JiQt  be  sold  over-the-counter 
in  the  United  States  since  they  are  neither  efficacious  or  safe. 

Ms.  Oakar.  Thank  you  very  much,  Dr.  Ramey. 
Mr.  Lantos? 

Mr.  Lantos.  No  questions,  Madam  Chairman. 

Ms.  Oakar.  OK.  Ms,  Ferrard? 
-  Ms:  f  erraro:  I  have  to  tell  youLboking_  at  the  four  doctors  there, 
I  just  want  to  ask  you,  do  you  schedule  this  as  a  house  call?  

My  qu^tidn  is  this:  We  have,  and  I'm  going  to  pick  up  a  little  bit 
on  what  my  colleague  started  to  address  to  the  previous  panel.  Just 
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how  much  involvement  is  there  with  the  elderly  and  these  diet 
pills?  You  have  indicated,  Doctor,  that  thin  is  young  and  ^giXtig  is 
wonderful  to  the  elderly,  and  we  have  had  testimony  from  Dr: 
Mueller  about  high  blood  pressure,  hypertension,  is  a  problem  with 
these  diet  pills,  and  if  you  put  the  two L  together  ypu^re_gping  to 
have  a  problem,  if  you  have  elderly  taking  them.  It  seems  like  it's 
a  schedule  for  disaster. 

Are  there  a  lot  of  people  who  want  to  get  thin?  I  mean  what's 
the  size  of  the  problem  that  we're  talking  about?  Because  I  thought 
as  you  got  older  you  eat  less,  as  a  matter  of  fact. 

P_r_'  PRQyf.  I  take  it  you're  addressing  that  to  me? 

Ms.  Ferraro.  Yes: 

Dr.  Prout.  As  one  gets  older,  you  may  eat  less,  but  you  save 
more  of  it,  and  you  do  get  fatter.  I  used  to  argue  with  another 
pharmacologist  who  stood  on  the  other  side  of  this  question  when 
he  said  that  we  had  no  right  to  be  concerned  about  a  young  woman 
who  only  wanted  to  use  PPA  to  get  into  a  size  12  dress  for  her 
son's  wedding.  Well,  we  heard  from  a  young  woman  this  morning 
who  did  just  that. 

My  rejoinder,  without  having  a  name  to  give  to  her  at  that  time, 
was,  "Yes^we  do,  if  it's  dangerous,  and  there's  no  benefit  to  be 
gained  from  it."  And  I  continue  to  ixoli  that  position.  Youth  is  slim 
and  youth  is  beautiful  to  the  elderly.  They  try  to  attain  it.  We  also 
see  this  with  exercise  programs.  Our  accident  rooms  are  sometimes 
filled  by  older  people  wha  think  that  if  they,  exercise  just  a  little 
more  strenuously  they  will  get  there  a  little  faster.  So,  the  urge  to 
do  slightly  more  than  is  necessary  is  a  common  problem.  They  will 
take  these  agents,  and  in  excess. 

I  don't  have  statistics  on  actual  use  but  I  believe  our  cochairman 
had  some  evidence  that  they  were  being  used.  I  don't  know  how 
many: 

Obesity,  hypertension,  arrhythmias,  hyperglycemia,  cerebrovas- 
cular diseases  are  all  interlocked  as  part  of  the  problem  of  aging, 
and  it  is  about  those  people  that  we  are  very  much  concerned 
today. 

Ms.  Ferraro.  Let  me  ask  what  may  seem  a  little  bit  far  out  as  a 
question  with  reference  to  the  elderly. 
Dr.  Prout.  Not  at  all. 

Ms.  Ferraro.  Have  you  ever  seen  an  elderly  person  who  has 
taken  diet  pills  as  an  appetite  suppressant  because  they  could  not 
afford  to  buy  food? 

Dr.  ProUT.  I  would  always [like  to  have  that  kind  of  confrontation 
because  the  price  of  the  proper  food  is  always  less  than  they  are 
presently  eating.  At  the  price  of  food  in  the  supermarket  today,  I 
can  save  them  a  lot  more  money  by  having  them  restrict  their 
eating  to  a  proper  diet  than  they  can  ever  get  by  eating  what  they 
are  eating  and  taking  a  magic  pill.  I  can  save  them  a  lot  of  money. 

The  answer  to  your  question  is  I  have  seen  people  say  that  they 
can't  afford  a  diet,  but  not  after  they  got  the  second  half  of  my 
sermon. 

Ms.  Ferraro.  Obviously  it's  not  safe  and  obviously  if  you-^— 
Dr.  Prout.  It  isn't  correct  to  believe  that  you  must  take  the  pills 
because  it's  cheaper,  in  order  to  lose  weight. 
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Ms.  Ferraro.  No,  What  I  meant,  Doctor,  is  are  there  people,  not 
to  lose  weight  and  put  that  in  a  comparison  with  the  thousand 
calories— what  I'm  saying  to  you  is  are  there  people  who  come  in 
who  say,  "I've  taken  diet  pills  because  I  just  cairt  afford  to  buy 
food"?  It  does  suppress  your  appetite,  at  least  in  the  anecdotal.  I 
remember  that  when  I  took  them  that  13,  14  years  ago,  I  didn't  eat 
anything  at  all.  I  mean,  I  was  a  total  wreck  but  I  didn't  eat  any- 


Dr.  Prout.  But  we're  talking  about  a  lifetime  of  obesity, 

Ms.  Ferraro.  No.  No,  I'm  not  talking  about  that.  Forget  the 
obese  people.  _   _  , 

Dr.  Prout.  You're  talking  about  any  kind  of  weight  loss? 

Ms.  Ferraro.  Any  individual.  ________  __  

Dr.  Prout.  OK.  Then  we're  talking  about  a  third  to  a  half-a- 
pound  week  over   _ 

Ms.  Ferraro.  That's  not  what  I'm  talking  about  either.  I  m  talk- 
ing about  the  individual  coming  in,  an  individual  who  is  elderly, 
who  comes  in  and  has  had  a  reaction,  to  a  diet  pill,  and  is  taking 
those  diet  pills  and  when  you  look  at  them  you  say,  "What  in  God's 
name  are  you  taking  diet  pills  for?"  and  they  say  to  you,  "I'm 
taking  it  because  I  just  cant  afford  to  buy  food.  I've  run  out  of  my 
social  security  check.  I've  run  out  of  whatever  it  is."  I  mean,  do 
you  ever  have  that  kind  of  statement  made  to  you? 

Dr.  Prout. _Oh,  I'm  sorry  to  have  misunderstood  you. 

Ms.  Ferraro.  I'm  not  talking  about  someone  that  wants  to  lose 
weight   

Dr.  Prout,  Do  patients,  use  pills  to  take  away  hunger  because  of 
an  inability  to  buy  food  at  all? 

Ms.  Ferraro,  That's  what  I  mean.   5_ 

Dr.  Prout.  No,  I've  never  had  that  experience  and  I  doubt  if  any 
of  the  other  physicians  have,  ever. 

Ms.  Ferraro.  Has  anybody  on  the  panel  ever  had  that  experi- 
ence with  the  elderly? 

[No  response.]  .  -- 

Ms.  Ferraro.  Have  you,  Dr.  Mueller,  had  any  experience  at  all 
with  the  elderly,  because  yours  seem  to  be  mostly  young  kids?  . 

Dr.  Mueller.  I'm  a  neurologist  and  so  I  see  strokes  all  the  time. 

Ms.  Ferraro.  Yes:   

Dr.  Mueller.  And,  of  course,  most  strokes  occur  in  the  elderly. 
So,  I  see  strokes  all  the  time.  In  the  elderly  strokes  that  I  have 
seen,  none  have  taken  diet  pills  prior  to  their  stroke.  _   

Ms.  Ferraro.  None.  It's  just  an  interesting  thing.  Thank  you 
very  much,  Madam  Chairman: 

Ms.  Dakar.  Thank  you.  Did  you  want  to  respond,  Doctor? 

Ms.  Ferraro.  Oh,  I  m  sorry.  

Dr.  Ramey.  I  see  a  fair  number  of  patients,  in  response  to  an  ear- 
lier question,  I  see  a  fair  number  of  patients  in  my  practice  who 
are  aver  65,  who  are  overweight.  My  oldest  patient  in  my  practice 
is  107  years  old  and  he  weighs  225  pounds. 

Ms.  Ferraro.  But  again,  the  people  I'm  speaking,  about  who 
might,  where  I  was  going  was  the  necessity  to  take  those  pills  in 
order  to  not  pay  for  food,  would  not  be  coming  in  to  see  you, 
Doctor,  as  a  private  patient,  at  your  fee  schedule  which  you  have 
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just  alluded  to  in  your  prior  testimony.  Thank  you  very  much 
Doctor. 

Dr .  Schwartz,  I  thirik  there  is  something  that,  before  we  leave, 
you  shouldn  t  Jose  &ight-of,  because  we  have  been  talking  specifical- 
ly about  the  diet  aids.  Perhaps  the  best  testimony  I've  heard  this 
morning  came  from  the  chairman  when  he  discussed  the  polyphar- 
macy—the  multiple  drug  therapy.  Not  only  do  we  have  difficulties 
predicting  what  toxicity  of  an  individual,  drug  is  in  an  elderly 
adult,  but  if  we  combine  that  with  the  7  to  13  other  drugs  that  they 
are  taking,  we  have  an  impossible  toxicologic  situation. 

Dr.  Mueller  used  the  word  "idiosyncracy,"  I  think:  An  idiosyn- 
cratic response  is  an  unexpected  response.  But  I  tell  you  that  these 
are  not  idiosyncratic  responses.  We  expect  some  toxic  responses  in 
the  elderly  adult,  based  on  the  number  of  drugs  they  are  taking. 
This  is  espt-ialh  true  for  drugs  which  have  drily  toxic  side  effects 
and  very  little  other  benefit.  And  we're  not  talking  about  an  un- 
usual situation.  It's  entirejy  Jiredictable. 

Ms.  Oakar.  I  do  have  some  questions  for  each  of  you.  Dr. 
Schwartz,  you  have  really  gone  into  the  molecular  structure  of 
PPA.  Is  it  accurate  to  describe  it  as  a  stimulant  or  isn't  it?  There 
was  a  court  case  and  I  believe,  Dr.  Prout,  you  were  the  expert  wit- 
ness or  one  of  the  witnesses  about  that  case.  Is  it  a  stimulant  or 
isn't  it? 

Dr.  Prout.  I  agree  that  its  central  nervous  system  effect,  and  its 
stimulating  effect  are  closely  associated  with  amphetamine.  It  is 
very  similar  in  structure  and  action  to  amphetamine.  The  closet 
similarity  that  PPA  has  to  amphetamine  is  its  effect  on  the  blood 
pressure: 

Ms.  Dakar.  Dr.  Mueller.  Did  you  have  something? 

Dr.  Mueller.  Nevertheless,  the  two  may  be  correlated.  What 
causes  the  central  nervous  system  stimulation  also  probablv  leads, 
in  part,  to  the  elevation  of  blood  pressure.  In  other  words,  the  ele- 
vation in  blood  pressure  is  not  totally  a  peripheral  effect,  but  also  a 
central  effect. 

Ms.  Oakar.  I  see. 
_  Now,  Dr.  Prout,  you  have  been  talking  about  PPA  for  years. 
Back  in  1972,  before  Senator  Gaylord  Nelson's  committee  and  his 
hearing  you  submitted  a  lot  of  testimony  warning  us  about  this 
problem,  particularly  as  it  relates  to  the  drug  industry.  You  were 
asked  to  be  one  of  the  witnesses  in  California  about  misleading  ad- 
vertising when  the  Attorney  General  successfully  won  this  case 
against  one  of  the  drug  companies  that  is  in  the  market  of  produc- 
ing over-the-counter  diet  drugs.  Can  you  tell  us  a  little  bit  about 
that  case  and  what  you  found,  in  terms  of  advertising? 
..  Dr.  Prout.  In  terms  of  advertising  or  any  other  part  of  that  case, 
I'm  afraid  I  can't.  It  is  one  of  the  unfortunate  facts  that  when  you 
try  to  fight  this  problem  on  a  one-on-one  basis  you  run  out  of  time, 
energy,  and  money,  and  I  was  not  able  to  really  help  out  in  the 
California  case  because  I  couldn't  afford  to  take  the  time  to  go  out 
there.  I  was  not  part  of  that  case: 
Ms.  Oakar-  J  see. 

Dr:  Prout.  I  was  part  of  the  case  in  Maryland,  my  home  State, 
where  I  could  just  go  downtown  to  do  it.  There  too  the  stimulant 
question  was  raised.  It  is  my  feeling  that  these  drugs  are  stimu- 
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lants  in  the  real  sense  of  the  word  and  that  to  ask  that  the  word 
"sJimufaS"  be  taken  out  of  the  advertisement  would  would  be  con- 
trary  to  the  pharmacology  and  would  falsify  it  even  more 

In  our  Maryland  cass,  for  example,  we  were  concerned  that  the 
Dublic  was  not  being  told  that  there  was  a  stimulating  effect.  The 
Manufacturer  leaned  heavily  on  the  fact  that  there  was  "no  caf- 
feine" and  stated  therefore  that  the  drug  contained  no  stimulant. 

Bl?MKlSt/j^ey^tra  strength  diet  pills  with  caffeine. 
Dr.  Prout.  That's  fight. 

Ms  Oakar  They're  oh  the  market  now.  ;      __  -  - 

Dr  Prout.'  But  I  was  not  in  on  the  California  case  because  I 
couldn't  afford  the  time  and  effort. 

But  havlteen  really  pursuing  this  question  for  along,  long 
time.  It  must  be  very  frustrating  to  you  to  see  it  still  larger  than 

eVBr  Prout  My  colleague  on  my  right,  Dr  Ramey  referred  to 
some  work  thaXtually  came  out  of  Dr.  Williams'  Textbook  of  En- 
doS-tnology,  either  in  1980,  or  one  of  the  earlier  editions.  As  far 
back  as  1948  Dr.  Williams  was  already  doing  work  on  these  agents. 
I  haeSned  to  be  a  house  officer  at  the  Boston  .City  Hospital  at  the 
timflnd  my  entrance  into  endocrinology  was  in  no  small  part  due 
fn  the  fact  that  Dr.  Williams  was  there.    _____ 

He  found  at  that  time  that  PPA  was  less  than  one-tenth  as 
strong  as  the  grandfather  of  the  whole  family  dextroamphetemine 
and  that  fact  is  one  that  I  keep  coming  back  to  When  we  looked  at 
the  best  studies  that  industry  could  provide  between  1972  and  1974 
and  couldn't  find  evidence  that  the  most  powerful  drugs  were  etti 
cacioS"  he  treatment  of  obesity,  it  is  scientifically  = 
me  to  believe  that  a  drug's  a-ting  along  the  same  P^ways,  that  is 
one-tenth  as  strong  and  in  addition  is  used  in  less  than  one-tenth 
^amount  coSd Be  expected  to  get  any  kind,  of  efficacious  resul^ 

Hence  I  am  very  harH  on  the  efficacy  of  this  drug,  in  addition  to 
its  lacf  of  safety.  Yes,  I  have  followed  the  track  of  this  drug  for  a 
long  time  aSnd  /m  yet  to  see  any  evidence  that  it  has  any  benefits 

W  mJoakar  Dr  Ramey,  you  made  perhaps  the  strongest  charges 
against  the  over-'the^u^r  drugs.  And  you  really  attacked  some 
of  The I  studies T  that  have  been  submitted  to  FDA  in  favor  of  these 
over  thl  counter  drugs.  And  so  has  Ms.  Young.  I  wanted  you^  to 
knowtLtwedo  havl  another  panel  that  is  responsible  for  some  of 

^ifyluflnterested  in  them,  they,  I  am  sure,  are  going  Jjbeta^- 
;™  ihn.,tVhpir  studies  If  you  want  to  stick  around  that  would  be 
fine  ] th  nk we'd  be  fn terested  in  hearing  some  of  the  specific  ques- 
tions But  voT  mentioned  you  had  not  heard  of  the  International 
Tnnrnal  of  Obeskv  Tell  me,  when  doctors  submit  your  studies,  and 
Dr  Xeller  wTenyou  submit  your  studies,  do  you  usually  have  a 

P6D^riSwASr^^I^Slyal  of  the  various  journals  is 
absduSy  acetate  I'm  o/ceorgetown's  Rank.and  Tenure  Com- 
See  for  the  medical  school  and  when  we  get  into  the  publish  or 
£erS  decisions  we  look  at  the  quality  of  >he  journal,  in  which  the 
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faculty  member  has  been,  publishing,  and  that  quality  is  deter- 
mined by  the  editorial  policy  and  by  the  nature  of  the  editorial 
board. 

If  the  journal  has  room  for  25  manuscripts  a  year  and  it  gets  24 
to  be  reviewed,  you  can  see  that  it's_not  going  to  be  very  selective. 
w°L  r  barney  is  absolutely  right.  There  are  some  journals  at  the 
twtto/n  th,at  are  just  trying  to  get  whatever  manuscripts  they  can 
get.  1  don  t  wish  to  portray  the  International  Journal  of  Obesi*"  jn 
that  way  because  1  know  nothing  about  it  or  its  policy,  and  that 
would  be  unfair. 

Ms.  Oakar  Someone  mentioned  that  some  of  the  studies  that 
have  been  submitted  to  FDA  on  behalf  of  the  diet  pill  industry 
have  never  been  published;  they're  just  the  individual  statements 
of  the  doctors? 

Dr.  Ramey.  They  do  a  scientific  study  and  they  publish  it  in 
manuscript  form  and  submit  it  to  the  FDA.  One  presumes  that 
they  have  submitted  them  to  one  journal  or  another,  but  the  fact  is 
that  several  of  tnem  have  not,  in  fact,  been  published 

Ms.  Dakar.  How  about  advertising?  I  was  talking  earlier  about 
pressures  being  put  on  some  of  us  and  my  staff.  I  was  interested  in 
a  channel  :>  story  that  I  understood  ran  in  New  York  by  Betty  Fur- 
ness, who  is  kind  of  identified  with  the  consumer  movement.  She 
did  a  series,  and  yet  most  of  it  was  broadcast  out  of  the  New  York 
station.  And  then  before  her  series  was  over,  in  the  New  York 
l  imes,  they  printed  an  ad  from  one  of  the  drug  companies  attack- 
ing Betty  Furness,  "Instant  science  by  Betty  Furness  is  no  public 
service. 

[The  ad  referred  to  follows:] 
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Now  we  have  another  evening  news 
drDflaarelromWNBC-TV: 
The  targelth&ljme  is  phenylpro- 
panolamine, or  PPA.  . 

Yoo'se  probably  never  heard  olPPA, 
but  it's  on  sale  over  the  counter  in 
every  drugstore  in  nasal  deconges- 
tants and  appetite  suppressants. 
It  is  estimated  that  4D  million  people 
annually  take  PPA  lor  a  st'ully  *  Ke. 
And  10  million  take  it  in  smaller 
doses  to  reduce  their  appetites — a 
pmven_way_tobatJlehulying_waist- 
lines  and  health-destroying  obesity; 
Now  comes  Betty  Furness  wilh  a  60- 
second  sensation. 

Some  st  reet  people  ano  TV  personal- 
ities may  think  PPA  gives  you  a  high,  _ 
but  scientists  know  it's  more  likely  lo ' 
lower  your  appetite  and  dry  up  your 
postnasal  drip. 

What  about  those  doctors  on  WNBC- 
TVs  most  recent  pharmaceutical 
shocker?  w 
Weil,  doctors,  the  normal  way  lb  re- 
port adverse  drug  reactions  is  to  the 
FDA  and  lo  your  colleagues  in  their 
scientific  journals.  Sucnpublicalion 
allows  scientists  rather  than  news- 
casters to  sort  out  the  evidence.  But 
some  doctors  hayejouhd  it's  easier 
to  oelon  the  lube  with  sensational 
charges. 

Maybe  such  medical  advocates  want 
every  drug  to  be  a  prescription  drug. 
Who  will  pay  doctors'  bills  then? 
Medicare?  ' 

WNBC-TV  didn't  have  to  scour  the 
sidewalks  lorjhe  tacts  about^PPA. 
We  provided  Belly furness  wilh  a 
bundle  o!  published  and  unpublished 
scientific  literature 
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We  suggested  she  interview  doctors 
and  research  scientists  who  have 
been  stodyingPPA  extensively  ai 
academic  institutions,  including  the 
University  b!  Caliromia,  New  Yd* 
University,  Johns  Hopkins  University 
and  elsewhere. 

Right  now.  the  FDA  ls_reviewLnia 
1979  report  by  its  own  rtoVftory  __ 
Pffit  or?  w&-ttie<Qurpt  irejM- 
control  drug  products,  which  wrote:  . 
"The  Panel  con  ,(udes  that  phenyl- 
propanolamine h)  Irxhloride  is 
ger)eally_,recogn«ed_as  saie_andel- 
leclivewhen  used  lor  OTC  weight 
control  irt  the  dosage  now  below:" 
Welt.  Betty,  this  hardly   unds  tike 
another  headline  health  scare.  In  tact, 
thoughtful  scientilic  journalism 
tvould  have  spared  a  lot  of  viewers 
something  more  to  worry  about. 

We  hope  you'll  tetl  your  viewers  a 
few  of  the  duller  sidelights  on  PPA 
•  some  Wednesdays  Thursday  night, 
such  as— itworks:  So  far.  clinical 
studies  show  if  does  help  people  lose 
weigh!,  and  its  safety  record  is  belle/ 
thanaspitjn's. 

Where  does  this  leave  you  if  you  are 
concerned  about  jour  weight?  Well, 
viewers  in  a  hee  society  must  decide 
for  themselves. 

it  you  are  concerned,  write  us  and 
we'll  send  you  ^research  report  on 
PPA  recently  published  in  the  inter- 
fflmiJomiotVlxsity  11982)  6, 
549-556. 


Thompson  Medical  Company,  Inc. 
919  Third  Avenue 
New  York.  N.Y.  10022 
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Ms.  Dakar.  They  went  into  all  of  the  reasons  why,  which  is  obvi- 
ously their  prerogative.  The  curious  thing  to  me  was  they  only 
printed  it  for  the  Washington  edition,  riot  the  New  York  edition 
where  they  could  reach  the  people  that  heard  the  show.  I  want  to 
ask  why  that  was  done.  Also  I  want  to  ask  the  FDA  people  if  they 
felt  the  ad  was  addressed  to  FDA.  But  FDA  isn't  here  today.  They 
can't  come,  they  say;  they're  too  busy. 

And  here  we're  talking  about  some  pills,  in  general  the  over-the- 
counter  pills,  that  affect  millions  of  Americans.  I  am  specifically 
talking  about  diet  pills  that  are  a  $200  million  industry,  $10  mil- 
lion of  which  are  consumed  by  Americans.  We've  had  some  wit- 
nesses who  have  suffered  real  serious  physical  problems  because 
they  took  that  stuff.  And  they  don't  have  time  to  come  today.  And 
you  mentioned^Dr.  Schwartz,  I  believe,  that  you  had  had  difficulty 
relating  to  them. 

Dr.  Schwartz.  Yes.  I  want  to  make  it  quite  clear  that  I  have  a 
great  deal  of  respect  for  the  FDA's  current  administration,  because 
I  know  both  the  Commissioner  and  people  who  work  with  him 
closely.  That,  notwithstanding,  there  was,  starting  from  about  1980, 
through  about  1982  when  I  was  especially  active  in  this  with  the 
Postal  Service,  that  I  had  a  very  difficult  time  in  getting  any  inter- 
est on  the  part  of  the  Food  and  Drug  Administration  in  this  prbbh 
lem. 

We  were  primarily  concerned  with  look  alikes,  but  also  with  the 
diet  aids  that  were  advertised  through  the  mail.  It  was  only 
through  the  rather  persistent  and  perhaps  veiled  threats  of  a 
lawyer  in  the  Consumer  Protection  Bivision  of  the  Postal  Service 
that  we  were  finally  able  to  get  information  such  as  autopsy  re- 
ports that  had  been  gathered  by  FDA  investigators.  This  informa- 
tion was  needed  in  order  to  deal  with  the  look  alike  problem  and  to 
pursue  some  of  the  successful  prosecution  that  the  Postal  Service 
had  on  the  look  alike  problem. 

Ms.  Oakar.  Thank  you.  And  thank  all  of  you  very,  very  much. 
Your  entire  testimonies  will  be  submitted  lor  the  record  and  we 
will  continue  now  with  our  final  panel  of  individuals. 

Ms.  Oakar.  We  have  invited  various  members  of  the  industry. 
However,  only  one  company  responded,  Thompson  Medical  Co.,  and 
they  recommended  that  these  members  be  part  of  our  last  panel. 
We're  happy  to  have  them.  So,  we  do  have  a  panel. 
_  Dr.  Silverman  is  a  pharmacologist  of  M^sachusetts  College  of 
Pharmacy.  Would  you,  Doctor,  come  up  and  perhaps  identify  others 
who  have  also  come  with  you?  We  would  be  happy  to  have  all  of 
the  individuals. 
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PANEL  4  INDUSTRY  OFFICIALS,  THOMPSON  MEDICAL  CO.,  INC, 

CONSISTING  DR.  HAROLD  I.  SILVERMAN  PROIES^B  PF 
PHARMACY,  MASSACHUSETTS  COLLEGE  OF  PHARMACY  AND 
ALLIED  HEALTH  SERVICES;  DR.  MATTHEW  H..  BRADLEY,  CAR- 

diologist  Miami  heart  institute,  miami,  fla,  dr. 

CIL\RLES  WINICK  PROFESSOR  OF  SOCIOLOGY,  CITY  UNIVER- 
SITY ^^NEW  YORK;  DR.  RUDOLF  E.  NOBEL,  DIRECTOR,  CATHE- 
DRAL HILL  OBESITY  CLINIC,  SAN  FRANCISCO,  CALIF.^  DR.  AN- 
THONY CONTE,  BARIATRICIAN,  BEAVER,  PA.;  DR.  MARIANNE 
SEBOK  PHYSICIAN,  AFFILIATED  WITH  J.  F.  KENNEDY MEMO- 
RUL  HOSPITAL.  FRANKFORD  HOSPITAL  AND  ALBERT  EIN- 
STEIN  MEMORIAL  CENTER,  PHILADELPHIA,  PA.;  DR.  FRANK 
FUNDERBURK  THE  BEHAVIORAL  PHARMACEUTICAL  RE- 
SEARCH UNIT  OF  THE  JOHNS  HOPKINS  UNIVERSITY  SCHOOL 
OF  MEDICINE;  EDGAR  E  COONS,  PH.  D.,  PROFESSOR  OF  PSY- 
CHOLOGY NEW  YORK  UNIVERSITY;  JAMES  SCHREIBER,  JR., 
JAMES  SCHREIBER,  SR.,  AND  BARBARA  RITZ 

STATEMENT  OF  DR.  HAROLD  I.  SILVERMAN 
Dr  Silverman.  Ms.  Oakar.  We  have  a  rather  fine  panel. 
Ms.  Oakar.  Would  you  all  come  Forward,  pleased 
Dr.  Silverman.  Yes.  Why  don't  I  just  bring  our  panelists  all  up 

to  the  front  of  the  room? 

Ms.  Oakar.  That's  fine.    .      ,,,,„.•„„  „f 

Dr.  Silverman.  I'll  present  my  testimony  and  my  ^t™^0"  ° 

the  panel  and  then  each  one  of  these  gentlemen  and  women  will 

l^BSSLt?S?S».  Could  we  try  to  get  a.few  more  chairs 
around  the  table.  We're  having  a  more  difficult  time  accommodat- 

^InSUverman,  would  you  identify  for  the  record  the  individuals 
who  are  part  of  your  panel,  as  well  as  yourself,  please.' 
Dr  Silverman.  I'msorry,  Ms.  Oakar,  I  did  not  hear  you.  A  gen- 

"ToA^S^^sorry'would  you  identify  the  members  of  your 
panel?  We  would  be  very  pleased  to  hear  from  each  and  every  one 

°fDre  Silverman.  I  have  a  prepared  statement  for  the  committee. 
Let  me  first  identify  myself  and  then  each  of  my  associates. 

My  name  is  Dr  Harold  I.  Silverman,  This  is  Dr.  Coons,  Dr 
Conte,  Dr  Bradley,  Dr.  Winick,  Dr.  ^oble,  and  Mr.  Funderburk.  I 
believe  that  directly  in  back  of  us  is  Dr.  SeboR. 

Dr  Savtm  My^nime  is  Dr.  Harold  I.  Silverman  I  hold  a 
doSoroScTde^ee  from  the  PhMdel^a .C«g3 
and  Science.  I  am  a  professor  of  pharmacy  at  the  Massachusetts 
College  of  Pharmacy  and  Allied  Health  Sciences  and  I  am  the  ex- 
ecS  director  of  its  Pfeiffer  Pharmaceutical  Sciences  Laborato- 
ries My  curriculum  vitae  has  been  provided  to  the  committee. 
Tamacting  today  as  the  leadoff  witness  for  a  OTP  °L$^. 
and  scientist!.  Many  of  u|  have  given  testimony  to  the|pA^adyj 
sory  panel  which  found  that  phenylpropanolamine  [PPAJ  was  gen 
erally  safe  and  effective  as  an  appetite  suppressant.  Others  of  us 
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have  done  new  research  in  response  to  the  Food  and  Drug  Admin- 
istration s  request  for  research  on  particular  aspects  of  PPA. 

I  would  like  to  talk  to  you  today  about  phenylpropanolamine,  a 
drug  I  have  studied  and  worked  with  for  over  25  years.  When  I 
first  became  interested  in  PPA  it  had  already  been  in  use  for  ap- 
proximately 20  years.  In  fact,  the  first  medical  report  of  its  effec- 
tiveness as  an  appetite  suppressant  was  published  in  1939.  Since 
that  time  a  considerable  amount  of  research  has  been  carried  out 
on  phenylpropanolamine  and  contrary  to  some  assertions  that  I 
have  heard,  we  do  know  quite  a  bit  about  this  drug,  much  of  which 
is  published 

First  of  all,  what  is  PPA?  We  know  that  it  belongs  to  the  chemi- 
cal family  of  phenethylamines,  and  this  includes  many  important 
drugsL  it  shares  similar  chemical  characteristics  with  ephedrine, 
amphetamine,  and  phenylephrine,  with  major  exceptions.  While 
amphetamine  is  a  powerful  stimulant,  even  at  normal  therapeutic 
doses,  phenylpropanolamine  does  not  exhibit  any  stimulant  effects 
at  all,  at  recommended  dosage  levels. 

In  other  words,  for  all  practical  purposes,  PPA  is  simply  not  a 
stimulant.  The  stimulant  action  of  amphetamine  carries  with  it  a 
very  high  potential  for  abuse.  PPA,  on  the  other  hand,  has  rib 
abuse  potential  at  all.  This  has  been  dramatically  demonstrated  in 
animal  studies  which  compare  the  properties  of  PPA 

to  those  of  amphetamine  and  other  drugs  of  abuse. 

More  importantly,  studies  of  drug  abuse  patterns  in  humans 
have  shown  that  phenylpropanolamine  plays  rib  significant  role. 
Dr.  Winick,  an  authority  on  drug  abuse,  will  discuss  this  subject  in 
greater  detail. 

Now,  let's  turn  to  the  area  arid  question  of  efficacy.  Does  PPA 
help  you  to  lose  weight?  Most  emphatically,  yes,  it  does.  In  addition 
to  the  earlier  literature,  documenting  the  efficacy  of  PPA,  over  a 
dozen  well-ccntrolled  clinical  studies  have  now  been  submitted  to 
the  Food  and  Drug  Administration. 

This  chart,  whiph  may  not  yet  be  uncovered,  but— which  is  over 
to  the  committee's  left,  arid  which  I  helped  prepare,  summarizes 
some  of  these  studies.  As  you  enn  see,  the  average  weight_loss  re^ 
ported  for  patients  who  received  and  took  PPA,  was  about  1.2 
pounds  per  week,  more  thari  twice  ihe  weight  loss  than  those  that 
took  a  placebo  This  means  that  if  you  take  PPA  over  the  recom- 
mended lli-week  period,  you  can  certainly  expect  to  lose  on  the 
average  alnost  15  pounds. 

A  survey  of  almost  3,000  consumers  who  used  PPA  reported  even 
higher  weight  losses.  Of  course,  you  have  to  reduce  your  intake  of 
calories  in  order  to  lose  weight,  something  most  overweight  people 
have  a  great  deal  of  difficulty  in  doing.  PPA,  with  its  proven  appe- 
tite suppressant  qualities,  can  and  does  play  a  major  role  in  help- 
ing overweight  people  change  their  eating  habits,  and  this,  thereby, 
leads  to  an  increased  and  significant-weight  loss. 

Finally^  I'd  like  to  address  the  all-important  issue  of  safety.  To 
date  approximately  50  safety  studies  on  PPA  involving  nearly  4,000 
patients,  have  been  submitted  to  the  Food  and  Drug  Administra- 
tion. The  results:  No  significant  adverse  effects  have  been  reported 
in  any  of  these  studies. 
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There  have  been  a  number  of  isolated  case  reports,  published  in 
the  medical  literature  in  recent  years,  and  these  have  attributed 
adverse,  effects  such  as  sharp  increases  in  blood  pressure,  heart 
rate,  seizures,  convulsions,,  psychotic  episodes,  and  other  serious 
problems  to  the  use  of  PPA.  When  these  reports  are  examined  in 
detail  however,  they  invariably  deal  with  frank  overdoses,  acc-den- 
tial  or  intentional,  or  combinations  with  other  drugs.  Or;  situations 
where  ihe  actual  dosage  used  could  not  b(  determined  nor  could  it 

be  confirmed.    . —  l    J  J 

These  isolated  reports  need  to  be  viewed  in  light  of  the  hundreds 
of  millions  of  doses  of  PPA  that  are  safely  consumed  each  year  m 
this  country  alone  as  either  appetite  suppressants  or  as  nasal  de- 
congestants. __  _ 

The  only  report  of  adverse  effects  that  claimed  to  be  from  a .  con- 
trolled study  was  carried  but  on  medical  students  in  Australia. 
This  study  reported  significant  elevation  of  blood  pressure  follow- 
ing the  ingestion  of  an  Australian  PPA  diet  aid  and  a  somewhat 
lower  increase  when  a  PPA  nasal  decongestant  product  was  used. 
These  unusual  results  can  be  partially  explained  by  the  fact  that 
some  of  the  dosages  used  in  that  study  were  considerably,  consider- 
ably higher  than  those  recommended  for  use  in  this  country.  

In  addition  to  which,  it  has  never  yet  been  clarified  whether  or 
not  it  was  truly  phenylpropanolamine  that  was  used  m  that  coun- 
try. My  own  research  never  confirmed  that  phenylpropanolamine 
had  been  used.  -  -  L   

More  importantly,  however,  these  Australian, results  had  never 
been  obtained  before,  nor  have  they  been  reproduced  in  any  other 
study  either  in  Australia  or  in  this  country.  With  this  in  mind  I 
would  only  conclude  that  this  study  had  serious  flaws  and  should 
be  discounted.   .     .  - 

In  conclusion,  my  own  research  on  phenylpropanolamine  and  my 
extensive  review  and  study  of  the  medical  literature  has  convinced 
me  that  this  is  a  safe  and  efficacious  product  when  used  as  direct- 
ed I  am  in  complete  agreement  with  the  unanimous  findings  of  the 
FDA  advisory  panel  which  stated:  "After  a  thorough  investigation 
that  phenylpropanolamine  is  generally  recognized  as  safe  and  effi- 
cacious when  used  for  OTC  weight  control." 

Thank  you.  

Now  I'd  like  to  introduce  my  colleagues  at  the  table  so  that  they 
can  now  provide  a  1-minute  statement,  if  I  might  have  your  kind- 
ness and  indulgence.  -  _     -  ,  ,   

Ms.  Oakar.  Fine:  I'd  be  very  happy  to  hear  from  each  and  every 

°nDr°f Silverman.  Dr.  Bradley  is  from  the  Miami  Heart  Institute 
and  may  we  first  hear  from  Dr.  Bradley,  please. 

STATEMENT  OF  DR.  MATTHEW  H.  BRADLEY 
Dr  Bradley.  Thank  you.  I'm  Matthew  Bradley,  M.D.  I'm  en- 
gaged in  the  private  practice  of  internal  medicine  and  cardiology  in 
the  Miami  area.  I'm  vice  president  and  trustee  of  the  Miami  Heart 
Institute.  I'm  a  member  of  its  research  committee,  and  I  serve  on 
its  publications  arid  review  committee. 
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__As  a  reviewer  of  research,  a  conductor  of  original  research,  and 
as  a  cardiologist,  I  have  been  involved  in  blood  pressure  studies  for 
some  years:  Gurrently,  I  am  evaluating  the  safety  of  phenylpropan- 
olamine or  PPA,  an  ingredient  in  the  over-the-counter  aids  and 
cough  cold  products  used  daily  by  millions. 

In  my  study  over  6  weeks,  PPA  was  used  in  the  treatment  of 
obese  patients  with  controlled,  stable,  hypertension.  This  study 
found  no  chmcally  significant  differences  in  the  patients'  blood 
pressures  or  pulse  rates  at  either  the  75  milligram  time-released 
dose  or  the  thrice  daily^  25  milligram  dose. 

We  also  found  that  PPA  greatly  reduced  or  eliminated  hunger 
pangs^  andL  thus  was  effective  in  aiding  the  patient  to  lose  weight 
No  side  effects  were  reported. 

I  am  now  conducting  a  larger  study  on  controlled  hypertensives, 
and  while  the  study  is  not  complete,  I  can  tell  you  on  this  side 
effect  issue  that  none  of  the  28  patients  who  have  completed  this 
study  have  reported  any  adverse  reactions. 

From  my  own  research,  then,  and  the  research  I  have  reviewed  I 
can  only  conclude  that  PPA  diet  aids  are  both  medically  safe  and 
effective:  Thank  you. 

[The  prepared  statement  of  Dr.  Bradley  follows:] 

Prepared  Statement  of  Matthew  H.  Bradley,  M.D.,  Cardiologist,  Miami  Heart 

Institute,  Miami,  Fla. 

Good  morning,  my  name  is  Dr.  Matthew  H.  Bradley.  I  hold  a  Bachelor  of  Science 
degree  from  Kent  State  University  and  an  M.D.  degree  From  Ohio  State  University: 
lam  certiQeaVby  the  American  Board  of  Internal  Medicine  and  am  a  Fellow  in  the 
American  College  of  Pfeysicians,  the  American  College  of  Cardiology  and  the  Ameri- 
can College  of  Chest  Physicians.  I  am  a  member  0f  the  Board  of  Directors  of  the 

r  mi^-rt  lns£tu<*  and  of  the  Research  Committee  of  the  Miami  Heart  Institute. 
-  in  addition  to  being_a_Clmical  Instructor  in  Medicine  at  the  University  of  Miami 
^cnool  of  Medicine,  I  am  engaged  in  the  private  practice  of  Internal  Medicine  and 
Cardiology  jn  the  Miami  area: 

Lajn  also  an  active  researcher  in  coronary  heart  diseases  and  have  published  a 
number  of  papers- ui  such  journals  as  The  Journal  of  American  Medicine  and  The 
JoumaLof  Clinical  Investigation^ 

In  1979,  the  FDA's  Advisory  Review  Panel  on  OTC  Miscellaneous  Internal  Drug 
Products  submitted  _its ^  findings  that  phenylpropanolamine  (PPA)  was  "generally 
safe  and  effective  for  weight  control."  The  Advisory  Panel  had  reached  this  conclu- 
sion after  four  years  of  reviewing  the  literature  and  the  data  submission^  and  after 
listening  to  additional  testimony:  It  was  hardly  a  rush  to  judgment. 

However,  while  the  FDA  was  considering  its  Advisory. Review  Panel's  finding  two 
studies  jvere  reported  in  Australia  which  suggested  that  PPA  might  increase  pa- 
tients blood  pressure.  Accordingly  the  FDA  asked  researchers  to  conduct  further 
study  on  this  question^ 

I  have  been  involved  in  this  blood  pressure  issue  as  both  a  reviewer  of  research 
and  as  a  conductor  of  original  research.  For  that  reason,  I  want  to  describe  to  you  a 
under  *  receniy  conc,uded'  *  P>to*  study  that  led  to  a  study  presently 

The  purpose  of  the  pilot  study  was  to  evaluate  the  safety  of  PPA  in  the  ^treatment 
ol  obese  patients  with  controlled,  stable  hypertensive  diseases.  We  selected  12  pa- 
tients, varying  in  age  from  25  to  67,  all  at  least  10  percent  overweight  and  all  of 
whom  were  being  treated  for  hypertension.  _ 

Why  bother  to  study  PPA's  safety  for  hypertensive  patients,  when  it  is  not  recom- 
me.n^d-  tha^t  they  use  PPA  except,  under  ,a  doctor's  care?  Because  scientists,  doctors 
and  the  *  PA  want  to  be  exceptionally  careful,  and  testing  extreme  cases  can  be 
verv  informative.  

The  study  found  no  clinically  significant  differences  in  the  patient's  blood  pres- 
sures or  pulse  rates  from  when  these  patients  began  the  study  and  when  they  fin- 
ished it,  Nor  did  we  find  any  clinically  significant  differences  in  blood  pressure  or 
pulse  rate  at  the  one-half  hour,  one  hour,  2  hour  and  four  hour  periods  following 
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the  first  medication  dosage  for  the  25  mg,  the  75 _m|  4 

we  find  any  significant  blood  pressure  or  pulse  rate  d     ^nces  wlthin  treatrnen 

WWas  the^PPA  effective?  Yes,  in  both  appetite  suppre^^nd  Weight  loss- Nmety- 
three  percent  of  the  patients  reported  that  they  _e»&W**d  none  or ^only  shg^ 
hunger  feeliiigs  after  receivin^_eilher  the  25  mg  0^ 

percent  of  the  patients  reported  moderate  or  mark*1  P    8er  pangs  after  receiving 
th^enepatIS-took  PPA  doses,  they 

in  excess  of  one  pound  per  week.  When  they  took  the  *  ffsbQ,  they  experienced 
melncul^ 

These  results  were  obtained  in  a  single, blind,  crOf^  25  of  o^s  tl  ^e  ttaes  » 
six  weeks.  During  the  first  two  weelcs,  each  patient  t«*  three  time? 

day.  In  the  second  two-week  period,  each  patient  to°k  g"Wo  t^ce a  day-  In 
last  two  weeks,  each  patient  took  a  time-released  75  f^jhf  ~M :  PPA  once  a .  dW- 
The  middle3  twoJ  week  period  not  only  acted  as  a  control  £ also  to  ^  gg 
PPA  which  might  remain  in  the  system  to  be  washed      1  thereby  rendering  vai 
the  results  of  the  final  two  weeks  of  the  test.  tem^  ,fltuv    MnnA  ni.fisgUre. 

Each  patient  was  checked  weekly  for  body  w6lgb  , J|  an^^^^ferv  W» 
pulse,  both  degree  and  duration  of  appetite  suppre^  inlf.Hi^  effect1-  f^Ldio- 
weeks,  each  patient  received  a  full  physical  examin^^,^lud.r1g  an  electro  ard,^ 
graph  while  lying  down,  as  well  as  blood  pressure  »™Jd^  '""""P  on*hal1  n 
one  hour,  2  hours  and  4  hours  after  the  initial  dose  *n  <Twc ,  ,  „tB  .  from 

Ten  of  the  initial  12  patients  completed  the  study-      Lwe^. d'sc°"V" Vfed  by  » 
the  study  after  two  weeks,  brie  because  his  hypert^si^    ^  belng  controlled  dv 
drug  that  violated  the  test  protocol  and  the  second  »^O.f  ^V,0US  tm'e  C°m 
merits.  Neither  of  the  two  reported  haying  any  adverse  6fr«°«b- 

No  patier  >  reported,  or  was  observed  to  have,  any        p  too  e8rly 

1  have  moved  into  a  large-scale  study  which  is  n^  » 'of V^n^a ' 
to  report  on  that  study.  However,  lean  tell  you  that  A  >  ft;P*  TlvTnd  th* 
completed  the  parte  of  the  study  utilizing  25  mg  of  W     ^e  Ws  a  day  and 
placebo,  none  have  reported  anylside  effects, ,  either ■       {  ^  of  this 

What  my  pilot  study  does  demonstrate,  though.  ?sPf,v  s$  f*  JHr  J??  ^Lpn V 
subcommittee,  is  that  PPA  diet  aids  are  both  medically  Ve  ^  effective,  even 
those  with  stable,  controlled  hypertension. 

Thank  you. 

Ms.  Oakar.  Thank  you  very  much,  Doctor"'  •  .  „0 

Dr.  Silverman:  Now,  before  I  introduce  j^-  Charles  Winick,  »  j 
internationally  known  authority  in  the  a<  drug  abuse  and  * 
can  have  your  indulgence,  Dr.  Winick,  *re  ^  have  with  us ;  thj 
consumers  who,  while  they  don't  have  artf  statement,  ?r 

available  to  the  committee  for  questions,  there  be  any,  an 

who  have  used  appetite  suppressants  coPt^g  Phenylpropand 
mine,  finding  them  to  be  both  safe  and  m 
Mrs:  Barbara  Rite  is  here.  Mr.  Jam<?s  ^eiber,  Sr.,  and  W 

James  Schreiber,  Jr.    

Now,  let  us  hear  from  Dr.  Winick.  f  ue 

Ms.  Oakar:  Would  they  stand  up,  at  least-  »<*  us?  So  we  can  ta* 

a  look  at  them? 
Dr.  Silverman.  Thank  you. 

Ms.  Oakar.  Thank  you  very  much.  f      .  ,  .,  v0u 

We'd  be  happy  to  have  their  testimony  ^  the  record,  if  y° 
would  like,  Dr.  Silverman.  THat  x>  „UU  fw 

Dr.  Silverman.  Thank  you  very  much. TP be  fine. 

And  after  the  panel  has  concluded  if  tpey J^ld  come  to  the  fron 
and  present  a  short  statement,  it  would  1*  <et*  graCl0us  of  you. 

Dr.  sSSman"  Dr.  Winick  from  W         University  of  Ne- 
York.  Dr.  Winick? 
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STATEMENT  OF  DR.  CHARLES  WINICK 
Dr.  Winick.  Madam  Chairman  and  ladies  and  gentlemen:  I  ap- 
preciate the  opportunity  of  appearing  here  before  you  today  My 
name  is  Charles  Winick.  I  hold  a  Ph.  D.  in  psychology  and  am  a 
protessor  of  sociology  at  the  City  University  of  New  York  Graduate 
r?u  ^ w,  ?  re^larly  teaeh  courses  in  drug  abuse.  I  am  editor 
of  the  Yearbook  of  Substance  Use  and  Abuse,  and  also  a  psycholo- 
gist in  private  practice, 

I  hope  to  be  submitting  a  written  statement  for  the  record,  and  I 
would  like  to  summarize  that  for  you  ndw_._ 

For  more  than  25  years  I  have  been  actively  researching  trends 
ra  drug  abuse  and  I  have  supervised  interviews  with  160,000  drug 
abusers  about  the  substances  they  take,  the  context  in  which  they 
take  them,  and  the  gratifications  which  the  drugs  provide.  I  regu- 
larly track  emerging  substances  of  abuse  and  monitor  the  decree  of 
their  popularity. 

In  this  connection,  I  have  been  following  the  use  of  PPA  in  the 
United  States  for  some  years.  Let  me  make  some  summary  state- 
ments^ about  my  conclusions  on  PPA  as  a  substance  of  abuse  and/ 
or  addiction.  PPA  does  not  meet  the  criteria  for  being  a  drug  of 
abuse  or  addiction.  It  does  not  lead  either  to  physiological  or  psy- 
chological dependence.  It  does  not  provide  a  rush  or  a  high.  The 
body  does  not  develop  a  tolerance  to  it.  It  does  not  damage  the 
organs  of  the  body.  And  it  has  no  significant  dysfunctional  effects. 

Indeed,  PPA  is  not  a  drug  of  choice  or  even  a  secondarv  drug  of 
choice  among  drug  abusers.  In  fact,  in  the  Federal  Government's 
rri°ASLx^c!^A  report  from  its  Drug  Abuse  Warning  Network 
IDAWN],  PPA  accounted  for  less  than  one-fifth  of  1  percent  of  all 
the  substances  mentioned,  arid  ranked  102d  among  those  sub- 
stances that  were  mentioned: 

.  -  In  just-completed  national  studies  of  trends  in  drug  abuse  among 
high  school  students  and  among  the  general  population,  sponsored 
by  the  National  Institute  of  Brug  Abuse,  PPA  was  not  cited  as  a 
drug  of  abuse. 

In  conclusion,  all  available  clinical  and  epidemiological  data  con- 
sistently demonstrate  that  PPA  has  not  been  and  is  not  a  drug  of 
abuse. 

[The  prepared  statement  of  Br:  Winick  follows:] 

Prepared  Statement  of  Charles  Winick,  Ph.  D.,  Professor  of  Sociology  at  the 
City  University  of  New  York 

Good  morning.  My  name  is  Charles  Winick.  I  hold  a  Ph.  D.  in  social  psychology 
Irom  New  York  University  and  am  a  psychologist  in  private  practice.  In  addition 
since  1966,  I  have  been  professor  of  sociology  at  the  City  University  of  New  York 
Graduate  Center,  where  I  regularly  teach  courses  on  trends  in  drug  abuse.  I  am  also 
an  active  researcher  m  the  drug  abuse  field.  Among  the  sponsors  of  my  studies  have 
peen  the  United  States  Senate  Subcommittee  on  Juvenile  Delinquency  the  National 
Institute. of  Mental  Healthy  the  National  Institute  of  Drug  Abuse  the  White  House 
Special  Action  Office  for  Drug  Abuse  Prevention,  the  World  Health  Organization, 
and  the  American  Association  Against  Addiction. 

At  the  American  Social  Health  Association,  I  started  what  is  now  the  National 
Clearinghouse  on  Drug  Abuse  Information,  My  articles  on  drug  abuse  have  ap- 
peared m  the  Encyclopedia  Bntannica,  the  American  Medical  Association's  Todays 
Health  Guide,  and  the  Yearbook  of  Substance  Use  and  Abuse,  of  which  I  am  editor 

For  more  than  25  years,  I  have  been  interviewing  drug  abusers  about  the  suk 
stances  they  take,  the  context  in  which  they  take  them,  and  the  gratifications  which 
drugs  provide.  My  interviews  have  ranged  from  experimenters  to  dysfunctional 
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abusers.  In  addition,  I  regularly  track  emerging  substances  of  abuse  and  monitor 

thFcSS  "reason,  iTavSen  following  the  use  of  phenylpropanolamine  |n  the 
Unites  States  for  some  years,  and  I  would  like  to  comment  on  its  potential  for 

abpor"a  substance  to  be  a  candidate  for  abuse,  it  must  meet  specific  criteria  These 
criteria  include  physiological  and/or  psychological  dependence  that  can  lead  to  a 
compulsive  desire  for  the  substance.  In  addition,  substances  of  abuse  can  have  dys- 
functional effects  on  the  user-     . 

Phenylpropanolamine  does  not  meet  these  criteria.  ,    •  ,„„,„„,  j„ 

Pheny  propanolamine  does  not  lead  either  -to  psychological  or  Physiological  de- 
oendence  It  does  not  provide  a  "rush"  or  a  "high."  The  body  does  not  develop  a 
Sance  to  it.1t  does  not  damage  organs  of  the  body,  and  it  does  not  have  s.gn.fi- 

Ca^SylSlP^olamine  is  not  a  drug  of  choice  among  drug  abuser.  It  is 
not  even  a  secondary  drug  of  choice-for  example  as  a  substitute  for  amphetamine 
when  tfie  S  is  not  available.  Indeed,  the  federal fvetnmer£a  moat  recent 
reoort  from  its  Drug  Abuse  Warning  Network,  for  July-September  1982,  ranks 
KlprTanolam[neg  102nd  among  drug  mentions.  Phenylpropanolamine  accounts 

for  less  than  brie-fifth  of  one  percent  of  the  mentions.   -  - 

Nor  d  d  che  government's  most  recent  national  survey  of  patterns  of  drug  abuse 
fiiS  ptwnylpropariola.nine  to  be  a  drug  of  abuse.  All  the  available  date  indicate  that 
jtenylJrepSiolaSine  is  unimportant  in  terms  of  both  the  incidence  and  prevalence 

°f  Occasionally,  as  you  know,  a  particular  drug  or  combination  of  drugs  has  a  ^ 
of  users  in  one  area-like  glutethimide  and  codeine  (  Hits  )  in  the  Newark  area 
now  But  there  is  no  community  with  a  concentration  of  phenylpropanolamine 
users  In  fact  at  a  national  conference  on  epidemiology  of  drug  abuse  conducted  in 
Rockvi  le.  Maryland,  in  December  1982  with  presentations  from  19  major  ct.es.  not 
one  mesenter  cited  phenylpropanolamine  as  a  substance  being  abused.  -  . 

The 'appearance of phenv^rbpariolamine  in  lists  of  drugs  of  abuse  or  in  occasional 
anecdotal  reports  is  likely  to  reflect  one  of  three  things:     

(l7polydep^ndent  persons  who  are  taking  many  substances  at  the  same  time,  one 
of  which  is  phenylpropanolamine; 

1  "pe^ns  ;'Sgamore  Sfthfr'^om mended  dose  or  hypersensitive  individuals 

^'IpSoSaufeShould  be  able  to  confirm  the  ro.e  of  POlydependence  the 
;  hf "took  alikes f"  and  a  drop  ^accidental  overdoses.  In  the  case  ofthe  poly- 
deoendent  a  nega  ive  effect  may  be  attributed  to  phenylpropanolamine  when  it  ac- 
tuallv  Suited fronTone  of  the  other  substances  or  from  synergism  among  sub- 
Scy  NegaUve  consequences  from  "look  alikes"  usually  stem  from  the  ephedr.ne- 
caffeine  arid  riot  from  the  phenylpropanolamine  component. 

Since  this  three-way  combination  is  now  illegal,  there  should  be  a  sharp  drop  in 
nhenvloroDanolamine  mentions  attributable  to  this  source.  .     .     .  ...... 

P  As  the  public  hasmore  experience  with  the  use  of  phenylpropanolamine  inappe- 
titJ suppression,  we  can  confidently  expect  that  the  number ^.^Xo^ef  sufetances 
lions  will  decline,  analogous  to  the  experience  we  have  had  with  other  substances 
which  increased  their  popularity  in  a  short  period  of  time.  recently  pub- 

On  the  subject  of  these  reports  of  toxic .reactions  I  have rev ewedy j™"^* 
lUhed  report  from  the  lntermountain  Regional  Poison  Control  Renter  in  uian, 
whteh  raises  some  questions  about  their  validity;  The  authors  of  the  study,  which 
iSed I  70  patients5  who  had  taken  overdoses,  either  intentionally  or  accidentally, 

^lack^Iriof  S«S&  in  either  the  cases  with  only  PPA  or  combina- 
tions of  PPA  with  caffeine  raises  questions  about  the  serious  reactions  noted  in  ear- 

"Tl'iuSt^alopy  of  this  report  to  the  committee  and  ask  that  it  be  included 

in|oeakingr as^clinicfari,  researcher  and  epidemiologist.  I  believe  that  phe^pro- 
panotaminels  Trivial  and  insignificant  as  a  drug  of  abuse  and  that  it  will  become 
even  less  consequential  in  the  future. 
Thank  you. 
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-The  American  compulsion  10  be  alim,  com-_ 
°*aed  with  the  concluaiona  of  a  non-govern- 
ment advisory  panel • a  recommendst ions  in 
•torch  .of  ..1979  indict  log  benzocs  ihe  and 
phenylpropanolamine  (PPA)  In  over-the- 

(OTC>_»el8ht_con5rol  products  to- 
b*  safe  and  ef fectlve ,  have  increaaed  the 
uaa  and  the  availability  of  these  druga 
In  American,  homes,  -weight  control  products 
obtained  without  a  prescription  fall  into 
two  claaeea:  sy_mpstbomimetic-contsinlng 
prod'.icts  and  thore  without .  __7hpae  without 
■ay  contain  vitamins,  methylcel luiose, 
benzocalae,  fructose,  lethicln±  and  grape- 
fruit .extract  .    The  syrapatbbmimetic-contain- 
lng  weight  control  produete  may  contain 
»?V  of  the .above  with  PPA  alone  or  combined 
witli_cnfXe4ne.- -Table  1  lists  some  of  the 
common  commercially  available  products ~, 
Voile.  PPAia  reported  aafe  in  doaea  for 
seigbt  control  there  are_l  imited_d.aia 

Spout. the_toxlc_effects-of  PPA  when  taken 
in  overdoee  (2-3>,    There  is  mounting  evi- 
«n«  of  serious  toxicity  when- taken  - in 
combination  with  other  drugs  (6-8>  and 

*B_hyp«r«en»itive  persons  uaing  normal  

doses  (9-20).    Csffelne  is  not  sn  innocuous 
drug  (12,22),    Although  eerious.toxiciiy 
_rr_©»_CBfieineis-rereT  its  danger  is  well 
*fe!!"Kt"dx{J3-?«>-' -C#ff«!ne  in  combinitlon 
-*itb_  PPA  a»iU  contribute- to  the  toxicity 
'iB  possibly  both  overdossgo  end  in  regular 
■   doaea.  * 

T*«_P«rpoae  of _Ihia  report. ia  to  dearribe 
the. range  of  present ing-signn  snd  symrtoms 
following  ingeetion  of  OTC  sympathdmi net ic- 
cootting  weight  control  products  en*  to 
estimate  the  toxic  dose  snd  sequela.'  frOra 
such  overdose. 

METHODS 

_™e_P*t  ients  for.  ih  is  prospective- study 
*ere-either-children  or  adulis  who  had 
ingested  a  non-propriet ary ..sympaf homimet ic- 
contuxning-ae4ght  control  product.  The 
study  period  wis  for.5  month*,  .Patients 
*ho  mer  ihe  following-criteria  were  Included1 

iltory  _°_{  _  in_Kei  t  1Qn  of  *  sympathomimetic- 
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Table  l.   Zamon\y  Available  Over-The-C  ounterSttmu' 

 lent -Con  fining  Appetite  Suppressant 

Products 


Manufacturer  PPA 
(-9) 


Caffain* 
<«g) 


Ot  bar 
Sub- 
iteneat 


Anoraxln 
tick  ¥ove— 
Menu  Weight 

LOJls_rrdj|ra>K 
Anoraxln 

SDA  Pherm 

100 

Anorex  in 
One-Span 

SOA  a  harm 

50 

200 

Appedrtne 
Hex  Strength 

Thompton 
Hedicet 

25 

100 

Appff »t 
Tablati 

__§drth_ 
Amer lean 

25 

100 

Aydt  Appat 1 le 
Svppratftent  _ 
Droplett  (0.6 
mil- 12  dropt) 

Purex 

25 

0 

Ayds  Extra 
Strength 
(asd  Capiuia) 

Purex 

75 

200 

Aydi  AM/PM 
Appetite  Sup- 
pressant Cap- 
aulet 

VaUowCep. 
Hut  Cap, 

Purex 

50 
25 

200 
D 

Cenadex  Cep- 
lulei 

Centre! 

75 

200 

Codex  I  n 

Arco  Pherm 

75 

200 

Coffee  Break 
Cubet  Wight 
•e duct  Ion  'Ian 

O'Con ner 
Drug 

37.5 

0 

Coffee -Off 

-Uaitport 
Pharm  Satei 

25 

0 

£eff*e*_Iea; 
and  a  New  He 

thoffiptOa 
Medical 

25 

0 

Control  Cap- 
tulet 

Tbompton 
Medicel 

75 

0 

Control   Dropi/  ThomptOn 
0.2  «!•<»  dropt  Hedlcel 

25 

0 
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Tab*  »  (cont) 


Manufacturer  PP_A_ 
(-9) 


Caffeine 


Other 

__Sub-_ 

1UWI1 


Coot  Qorfi 

Day  Trim 

fftlcflfro 

Tablets 

Capsules 

Daxa-Par 

Capsules 


Wtitpolnt 
Pherm  Sales 

_WasWl"i_ 
Pher»  Sal  at 


25 

75 


Plwf 

Capsules 
{toraarly  D«x- 
A-Olet  H) 
Oex-A-Dlet 
traps  ttot-_ 
marly  Dex-A- 
Dlet  ID/0.6  p 

0e*-A-0lat 
lite  Cap- 
sules 

DexAtrU 
Capsulas 

Oexatr  1*  Ex 
Strangth 
Capsules 

basal rls  

Caf feint-Free 

b  ..Strength 
Cap »u las 


Thompson 
hadical 


Oladax 
Capsules 
Tablets  

Oletec  *ra- 
heeiOlet  Aid 
0rOp»/0.2  »!■ 
5  drop* 
Dletee  Pre- 
Real  Diet  Aid 
Tablets 

Oletec  12  Kr 
Dlat  Aid 
Capsulas 

Dietec  Rax 

Strangth 

Capsulas 

OnCe-A-Oay 
t*tce-A-0ey 

OittC*P 

Oiatcap -with- 
out Caffeine 

Oittgu*rd  )k 
Oay  Oiat  Men 


0' Conner 
Drug 


dan  lay 
Jamas  Lab* 


rMnla*_  _ 
James  labs 


Ban  lay  __ 
James  Labs 


-Mao lay  

Jams  L*b» 


L  Perrigo 
L  Perrigo 


WhS  tehall 
Lab 


25 

0 

75 

0 

Republic 

50 

200 

Drug 

Republic 

75 

200 

Drug 

O'CenMr 

75 

200 

Drug 

0' Con  oar 

25 

0 

Orug 

•1 

0' Con oar 

75 

0 

Orug 

thsspSQo 

50 

200 

hedica! 

Thompson 

75 

200 

hadteal 

50 
25 


25 

50 


75 

37.5 

50 

75 


o 

200 
0 


Present 
Amount  ? 


Oyne-SiUvL  Meight__koss 
Croup 


table  \  (cont) 
Product  Ma 


PPA 


Caffaina 

(•g) 


0tr*r 
Sub- 
stences 


Fluldaji  Plui 


0'Conoar 
Orug 

Crapafrult  _  _Sharpa 
Chewabie  Olat  KatlonaU 
Tablets 


firepefrult 
Otat  Plan 
wllb_0led** 
Tee lets 
Capsulas 


0' Conner 
Drug 


25 
60 


10 
JO 


Crapa  f r u  i t 
Olat  Men 
With  Oladax 
Chswobto  Tab- 
tats  Ix  Strength 


0 'Conner 
Orug 


firapafrult 
Olat  Pt*o__ 
With  Oladax 
l«_Stratigth_Vlr 
tamin  Fortified 
Continuous  Action 
Capsulas 


O'Connor 
Orug 


AllaghanV 
Pharmacal 

Allegheny 
Pharaoeal 


Hung rax 
Kungrex  Plus 
Obestat 

Odrlnax  -  Saa  Super  Odrlnax 
Parmethene- 12 


Alleghany 
Phanaacal 


fhanppro-75 
Ex  Strangth 

PPA  *  Hex 
Strangth 


Altaghany 
Phanaacal 


O'Connor 
Drug 


Vat  Hum  Toxicol 


Prolamine 
Capsulas 
PVH  Appatlta 
Control  Cap- 
sulas 

MM  AppaiUa 
Suppressant 

Sip  and 
Slandar 

Sliapian  Ex  _ 
Strangth  Plus 

Spantrol 

Spantrol  Ex 
Strength 
PI  01 

Supar  Odrlnax 
Z£.  2    APr  1983 


Thompson 
hadical 

J  I 

Williams 

J  I 

Williams 

At  laghany 
Pharmacal 
Vhltaworth 


North 
American 

__Nortb_ 
American 

 F-oi__ 

Pharmacal 


25 

33.33 
75 

75 
75 
75 

75 

37-5 
75 

25 
25 

75 
*5 
75 


0 

66 
0 


1*0 
0 


200 
50 
150 
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_U«H)- 


Manufacturer 


MA 
(•9) 


Caffeine 
(•9) 


Othar 
Sub- 
itancei 


AN*  A*CO 
PHeraaCSl 


IMna.Dropa/--  Alva  A«co 
0.2  dropt  PhirMdl 

Thlv  |eck- 
ToHUturi 
Taelat  Aeduc- 

f  In  -  Ex  - 
*Jr**§**  Foewala 
Tn  1  nx-  tf«o 
Nw  Strang  th 
T^lwjsam         Ajar  Drug 

Mil  irol  Diet  M94*Hc 
Plea  Caesulei  Drug 

VIM  Ulrn  TlNMVton 

Capsules  Nad  I  cat 

1-11  Aeduc-  for tar  and 
Jag-Nan  Dlattch 


AU*  A-so 
Ptwraacal 


25 
75 


75 
75 

50 

25 


0 
0 

0 

25 


containing  weight  control  product,  subaequent 
traatatat,  follow-up  or  evaluation  by  tba 

control  centsr_ataf f  or  at  a  triitaint 
facility.    All  ages  were  Included.  For 
Atlanta  svaluatad  and_trnstsd_at  home* 
telephone  contact  wae  maintained  to  reaolu- 
tloo  of  ayBptoaia  or  for  twelve  houra,  which- 
ever, waa  longer. —Patlente  were  excluded 
froa  the  atudy  for  the  following  reaeona: 
Infest  Ion  of  significant  ainounta  of  other 
drugs  concomitant  with  the  study  drugaA  _ 
l«ck_.of  satisfactory  history,  and  patianta 
whose  condition  wae  lattr  determined  to 
be  of  another  origin. 

RESULTS 

During  the  five  mont ha  of  the  atudy, 
a  toiel_df_70  patlsnts-Bet-the  eriteris 
of  the  etudy.    Ths  dsts  from  tbesspstients 
form  the  baaie  of  thie  reports  thirty- 
four  percent  of  the  patlente  were  male 
<24J  and  652  were  female  (46)  deeplte  a 
mean- even  aex  ration  in  the  0-5  age  group. 
The  agea  atudled  ranged. from  0  m_to_20 
w_<mean-5.P  y,  SD  --5.74  yJ-fer  malee, 
and  14-54  y  (mean  13.4  y,  SO  12.1  y)  for 
females. 

__The  Patlanta  were  divided- into- two  groups: 
Those- Involved  with  accidental  childhood 

len  (9  m  to  8       and  the  acH-deatruc- 
iive  or  substance  ebuae  patients  (age  11- 

J«_?L  _?nf_A|f«_afl_d_aeis  ratio?  of  the  

former-group  were  neer  equel  with  no  striking 
diffsrencen.    In  the  intentional  uxoup 
there  ie-a-li6,5-ratib-ofmaiea  to  females 
end  a  dlatributlon  ol  agea  in  females  which 
Ihdlcatea  the  niause  of  the*e  substances 
ia  not  limited  to  a  discrete  axe  group. 
The  preponderance  of . females  using  theee 
aubstances  compared  to  males  may  be  lndlce- 

t  lye  of  t _he_ more. 1  ike  1 y  purchaaer  of  diet  

aida.-  Young  adulta  (ages  13-21  y)  comprised 
30Z  of  all  caaea  and  almoat  752  of  the 
intentional  group,    Children  agea  0-5  ac- 
counted for  SOS  of  all  caae*  aeen. 

Vft  Hun  TOkiCOI 


Table  2  ie  a  li at  of  the  nonproprietary 
producta  Involved  in  tho  70  caaea.  In 
acme  caaea  aevaral  producti  were  involved. 
Dexatrlmo  (regular  or  sxtra-atrength )  pro- 
ducts sccounted_for_71.4X  of_al ltbe  pFo-_ _ 
ducts- involved-suggesting  ready  availability 
in  **?e  home  a  from  either  advertising  or 
aalea  aucceaa. 

...Both  Dex atria*  product e  are  corablnat iona 
of  PPA  and  caffeine.    Ten  caaea  (M.3X) 
In  vol  Vad  only  _EP**__the_  remaining  60-  cases 
(85. 71)  involved  combinations  of  both  ppa 
■nd_c»ffeine_in  varying. donee  and  amount s^__ 
Ko  products  with  only  caffeine  were  involved. 

— Ifone  of  the  PPA-only  caaea  Involving 
children^ under  14 .developed  symptoms  although 
small  amounts  were -gene rally  ingee ted. 
All  of  the  patlenta  ovar  14  who  ingeated 
only  PPA  developed  wild  aymptoma.  The 
aymptoma  described  in  these  four  patlente 
Included  nausea .vomiting*  .abdominal -crampe, 
heedache,  hot  flaebee,  dlaphoreela,  dyepnea, 
Irritability  and  tachyc»rdla_C140  oeltl/mih). 
Xn-pntisnts-with  only  ppa  involved*  the 
on  sat  of  systptoma  was  usually  within.  30 
min_to_I  hand  the  duration  of  aymptoma 
averaged  13  h.    Only  one  patient  required 
hospitalization.    An  eat lma ted [  ingeated  - 
dose  in  the  symptomatic  patlenta  waa  17, 5 
mg/kg. 

_  _Th«__fixed_dosaie  ratioa  of.  PPA  to  caf  fcihe 
fTsblslJ  rsngse  from  a  low  of  1:1  to  a 

high  of _lj4.  Therefore*  at  a  given  do a e 

of_PPA_the- amount  of  caffeine  preaent  in 
the  product  may  yaryby  a  factor  of  four, 
Th  1  a  aukee  defining  the  doeagen  of  cither 
PPA  or-  caffeine  in  combination  difficult  __ 
with  the  available-data. --Table-3  deecribea 
symptomatic  patlsnts  by  age  with  the  estima- 
ted doses  of  PPA_and  caffeine-ingested 
and  the  doae  to  weight  relationship.  All' 
P"t lent i  oyer  _  age  13  were  eytnptoraatic  rogard- 
leaeof  the  hletory  of  lngeatlon.  Children 
in  the  p-2i  y  age  range  generally  took 

Table  2.  a«oflt_of_o«t-Aias  involved  \n  Seventy 
 Human  Poitonfngs.   


Irand  I 


Capoturet 


Aepedrjna  Haxlmuw  Strength 

Control 

Dea-A-pIat  11 

Oaxatria 

OaMacrtai  Extra  Strength 

Oietec:  -   

•rf«Lal  Plat  Aid  Tabieu__ 
Aaaiaww  Strength  4nce-A-0ey 
Prt-Mil  PIk  Aid  Dropt 
12  Hour  Diet  Aid 
HungrtH 
rernathent-12 
•Phen-pro-75 
Super  Qdrinex 
Jt-ll 
Unknown 

75.  2    Anr  1983 


1 
$ 
1 

23 
21 
6 


i.k 
7.1 
t .  a* 
tM 
30.0 
8.6 


1.4 
I. If 
1.4 
l.k 
2.5 
1  .a» 


I?  5 


124 


:  <nd  boxge  o*  PhenylpropinoHminefCaffine  Combine 


Onset  of 
Synptomi 
(nr) 


Duration 
(hr) 


EitirMtvd-OoM  4ag«»t«d 
~  EE*     ~  -Lmffmhim~~ 


JjMfac 

Clvvn 


0-2 

'? 

>  (15  8) 

2 

2-1. 

3-5 

It 

2  (It) 

<1 

3 

i-IJ 

2 

1  (5Q) 

<2i 

12 

1 5-2 ' 

19 

19  (100) 

1 

1219.48 

>22 

7 

t  (85-7) 

II 

201U.5 

U3 
150 
300 
575 
235 


10.5 
9.8 
B.2 
8.8 
5 


$00 

8oo 

lVOO 
(80 


kQ 

3* 

22 
26 
»5 


 M0_... 

Tr«»t*«nt 


11 
2 

10 
k 


only  1-2  aoaage  units. 

Th«  tebe  of  aymptoma  and  frequency-noted 
4     Seadache^  nausea  or  vomitlngr-nervousness. 
all  eymDtome  sppeared  eitbln  the  firat 

of  tha  caaaa,  aymptoma  peralated  Xor_up 

to  I  HT  another  one-ihtrd  of  thw  cases 
had  symptom*  for  up-to-10_to_I2  tu  and 
ill  remaining  one-third  had  aymptoma  persist- 
ing for  widely  varying  lengths  of  time. 

PhvtlciaB-avaluit  ion  waa_ required,  only 
18  times  (22.B5S).    Ssventy-seven -percent 
of  the  time  the -piobl cm  waa  managed  at 
Some  .1      only  d.mulcent.-to-delay-  absorption 
oTthe  induction  of  emeals_ualng_ayrup 
of  loccac.    Of  the  patients  managed  in 
tL  ESpliii;  °nly  two  required  hospltall«- 
llon,  S5l  -ere  dlachirged  Irom  the  emergency 
department  lo  lcaa_than_4  h.  andRthe  remain- 
inK  dlecharged  lneo  a*er»ge  J*-8^5-^ 
the  duration  of  treatment  in  the-health 
care  facility  ind_the  therapy  performed 
Ire  noted  in  Table  5. 

DISCUSSION 

Phenvloropanolaiaine-iB-a  sympathomimetic 
ailni  atructurall*  almllar  to  amphetamine - 
"JeSr".  ana -meUramlnoI.    The  Pharmacc  logic 
mlilbns  of  PPA  are  daacrlbed  aa^diract 
Viohl  adrenergic  eifect  and  an  Indirect 
Siting  aailne  producing  release -of  norepine- 
phrine fromitSrege  site  at _nerve  endings 
?!  ill.    Ita  atructural  formula  protects 
It'froi -ripid  degradat_lon_al lowing  for  - 
extended  durat Ion  ot  »ctlon  from  orsl  admlnl- 
TiMe  I.  Sr«ptnw  gorolinrt-WjirequfncY  " 

"   No  , 

(»Uy  be  wore  _th*n  <#t   

>«r  c»f )  — 


tjgptog  P«r_ 
ftiutc*  or  vomiting 

eervowiosit 
tacby£if«»a 

0  i  11  t  fi«tV 

Orow>jn«vv 

Wijkni«4  

Ot  voritn tJ t i<y 
SbortB€*i_of  breath 
Hot  fl«vh«« 
Jntf**»«d  ur initio" 

F1u«»»d   

Hur»fen«iV  of  hand* 


20 
12 
10 
6 
6 
1 
3 
2 
2 
1 


aeration  (201* --Common  aide_ef facta _from 
ovardoae  aaaoclated  with  PPA  include-hyper? 
tension  (2,4*I2-14,19*2°K_!?Y»ro  bssdmches 
(2  4.11-13,19),  blurred  vislonUS) .  con lu- 
ahoa.JUa.ie.  18,19).  vomiting  (2,12.19). 
and  seizures  (2.5,13.20). 

Gaf falne  ia  a  oaturally  occurrlngalkalold 
which  la  rarely  asaoclated  elth  «"J°U». 
■  averse  react  lone  or  fatalltleatZZJ . __s 
oo58lble  explanation  for  the- low  frequency 
of  ierloua. reaction*  is_th»_hlgh  incidence 
of  gastritis  and  promlnent-csotral  nervous 
system  aide  a! ftc.ti  wlth  relat lvely  small  - 
doaea.    Pharmacologic  effecta  on  the  central 
nervous  and  d.ifeat  lve  b?„ 
with  aa  little-a  dose  as  50  mg. _  A  therapeu- 
tic dose  is  near  100-200  mg  (37),  Caffeine 
atlmulitea-tbecerebral  cortex,_th*_  thalamus, 
the  vaaomotor  and  respiratory ceruers  <21, 
22  24*27)*    Cirdiac  St lmulat Ion  re tul t lng 
in'a  variety  of  arrhythmtaa-have  .bi  en^report- 
sd-(2U23+25).  _The  combination  of  caffelrp 
with  PPA  produces  a  pharmacologic  aynergiss 
accentuating  some  action  of  each  drug.- 

The_dose  at  which  aymptoma  developed 
for  PPA  alone  waa  I7*5_BgVkg,    Thi_S  _!«_ 
not  sugfeatlve  of  a  minimum  toxic  dose* 
rather  a  doae-thit  predictably. prody9«g 
svmptoms  in  the  study  pat leata.  WhenPPA/ 
caffeine  comblnltions  were_i^volved _ in- 
children  (age  0-5),  a  toxlcdoae_Jor  PPA^ 
waa  clbie-tb  10  mg/kg_ (average  total  dose 
was  140  mg).    The  caf feine-doses_averaged 
37  mgjfig  with  an  ayersge_totsl  doae  of 
480  ^ng -producing—  symptoma.-  All _adult a 
ttudl«d  wert  symptomatic,  suggesting  that 
eariy-de«on8trable_clInlcal_findlnga  §re 
expected  and  that  aymptoma  are  not-a- good 
early  deacrlmlhator  between  the  low  versus 
the  high  end  of  toxicity.      -  - 
fable  i.  Tre*tment-Perfor«ed-«nd-l)uMtton  jT  nr* 

<n  tht  Hetlth  C»re-F*c1Hty  (Nmrber)  


Oue«tl«t_o£  TLn#_io_tht.  . 
Wtrlth  C»r«  r»clHty  (hr) 

<k 
8-1*. 


Treati*»nt  9*r1orr*i 

ipecac.—   

Activtltd  Ch*rco*l 

C«th*ft|e  

iBf^viooov  -kydr«ttoo 
ettrwc*i*rbi  t*  1  
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•jl?*  of  serious  *ido  effects  in  either 

tn»  ca«ci«  wiih  6hIy_pPA_or  combJoaUons  

of  PPA  »Uh  caffeine  raises  questions  shout 

the  •friou*  reaction*  noted  in  earl lor  

publiahedreporta.    The  Bureau  of  Oruga/FDA 
Is  currently  preparing  a  report  on  serious 
morbidity  aud  mortality  associated  with  - 
diet  pills  contsining  PPA±  caffeine, _and 
ephedrine,  eingly  or  in  combination  with 
each  other  (Kawszo  HE:    Personal  Communica- 
tions. _TOA,  February  1982).    The  discrepancy 
in  the  sevarlt.     r  rsactions  in  tho  TDX_ 
report  and  tba  currant  etudy  suggest  a  many  _ 
que at loo a.    The  incidence  of  such  reset  ions, 

tbelr  mecbaol  earns  of  action  and  the  true  

hazard  to  tha  coeasunity  from  such  products 
reeealns  to  be  addreased. 


Tbs  popularity  of  OTC  diet  a  Ida  will 
ilkaly  continue  to  produce  aign if leant 
ooatoers  of  Ingestions,  both  accidental 
and  latentlooal.    Tfis  reaulta  of  tb.'s  study  - 
indicate  the  Majority  of  ovardoaes  involving 

OTC  diet  slds  jrill  not  be  serious.  »nd  may  

only  require  decontamination  of  tbs  digestive 

*?§.ct  snd .support iva_care_.    Ke  recommend  

that  eswalaba  Induced  with -reported  inges- 
tions of  diet  aide  involving  more  than 
•-lCLmg  of  PPA  in  children.  Deliberate 
Ingsstlons  by  adults  require  careful  consi- 
deration Of  the  hiatory  of  ingestion,  the  

aganta  involved,  and  the  Intent  or  tho  victim. 
!h.  ■OSt_cisesJ__eiae»is_ should  be  induced 
in  all  adult  poisonings  unless  there  is 
It??nf_a_yl#_ance_r»ot_to._   In  children  a 
dose  of  8-10  mg/kg  would  be  expected  to 
produce  only  mild  symptoms^  however ,  _t_he  _ 
impact  and  trauma  of  forced  emeais  is  con- 
sidered Is ss  hazardoua  and  preferable  to 
allowing  a  victim  to  devolop  even  mild 
symptoms.    The  use  of  this  dose  ss  a  cut- 
Off  for  the  Induction  of  emeais  ia  consistent 
with  our  clinical  impression  that  amounts 
o f _PPA_ be 1 ow_ thia  quantity  are  we  11  i 6 le r a ted 
and  ara  not  expected  to  reault  in  any  more 
H?i°u»  aids  effects-.  _0by io« sly ^  if  tho 
history  of  ingeation  cannot  reliably  be 
M?*r^aiP*d_.1t?!e?tnent  should  be  performed. 
Physicians. and  poiaon  control  centers  should 
recognize  that  theae  agents  can  produce 
life-threatening  cardiac  arrhythmias,  hyper- 
tension, snd  other  serious  effects. 


-Tha  challenge  to  pharmacists  and  physlcisns 
*»  ?9.«iucate  the  consuming  public  id  the 
safety- and  proper  use  of -these  and  other 
substances  for  weight  reduction.  Treatment 
of. serious  advaree  reactions  or  overdosage 
with  OTC  diat  aids  will  continue  to  be 
a  clinical  problem. as  long  as  the  public 
demand  for  this  method  of  weight  control 
remains  constant. 
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Dr.  Silverman -thank  you,  Dr.  Winick.  The  next  colleague  to 
contribute  is  Dr.  Noble  from  California,  and  from  the  University  of 
California  Hospital  in  San  Francisco;  Dr;  Noble? 


STATEMENT  OF  RUDOLF  NOBLE 

Dr.  Noble:  My  name  is  Dr.  Rudolf  Noble.  I  hold  both  an  M.D. 
degree  and  a  doctorate  in  organic  chemistry.  Currently  I  am  a 
clinical  instructor  in  medicine  at  the  University  of  California  Hos- 
pital in  San  Francisco  and  I  am  director  of  the  Cathedral  Hill  Obe- 
sity Clinic  in  the  same  city.   

I  have  with  me  written  testimony  that  I  have  asked  to  be  entered 
into  the  record.  

However,  these  are  the  important  points  of  that  testimony: 

I  have  recently  conducted  a  study  of  both  the  medical  and  psy- 
chological safety  of  phenylpropanolamine.  This  double  blind  study 
involved  216  patients  and  is  part  of  a  four-city,  864  on-going  patient 
study.  We  have  analyzed  the  medical  data  on  my  part  of  the  study, 
that  is  to  say,  the  216  patients,  and  I  can  report  to  you  that  we 
found  no  significant  changes  in  blood  pressure  or  pulse  rate  wheth- 
er the  patients  took  a  time-release  75  milligram  dose  of  PPA  or 
took  a  25  milligram  of  PPA  three  times  a  day,  as  compared  to  the 
placebo  group.    __  -   -  -  - 

In  addition,  the  psychological  profile  that  we  conducted  on  thesis 
patients  indicated  that  PPA  had  no  significant  effect  on  mood^ 

As  I  wrote  in  a  publication  in  the  June  1982  issue  of  Lancet— and 
here  I'd  like  to  mention  that  that  is  not  such  a  bad  medical  jour- 
nal, Dr.  Ramey— anyway,  as  I  published  in  that  journal  before 
doing  the  study,  in  the  past  2  years  I  have  done  three  large  studies 
in  our  obesity  clinic  involving  more  than  400  obese  patiehts \_pn the 
effect,  over  a  period  of  12  weeks,  of  3  different  dose  forms  of  PPA, 

Our  results  confirmed,  even  before  my  latest  study  that  I  just 
told  you  about,  that  PPA  does  not  cause  a  significant  increase  in 
blood  pressure,  even  in  doses  up  to  150  milligrams:  — -  . 

In  addition,  I  studied  60  patients  who  were  given  either  PPA  or 
an  appetite-curbing  medication  available  only  by  prescription:  The 
weight  loss  was  the  same  in  both  groups:  _  .. 

In  my  view,  from  my  studies,  PPA  is  a  safe  and  effective  over- 
the-counter  appetite  suppressant  for  the  millions  of  people  in  this 
country  who  want  to  lose  weight.  Thank  you  very  much. 

[the  prepared  statement  of  Dr.  Noble  follows:] 

Prepared  Statement  of  Rudolf  E.  Noble,  M.D.,  Ph.  D.,  Director  of  Cathedral 
Hill  Obesity  Clinic,  San  Francisco,  Calif. 

Good  morning.  My  name  is  Dr.  Rudolf  Noble.  I  hold  a  Doctorate  in  Organic  Chem- 
istry from  the  University  of  Colorado  at  Bouider  and  an  M.D.  degree  From  Western 
Reserve  University  -  -     -  -     —  - 

I  have  been  a  Fulbright  Post-Doctoral  Research  Fellow  at  the  University  of  Hei- 
delberg in  Germany;  a  Research  Fellow  in  Medicine  at  Western  Reserve  University 
and  at  the  University  of  California  Hospital  in  San  Francisco,  where.  I  did  my  m- 
ternship.in  medicine.  I  did  my  residency  in  medicine  at  Stanford  Hospital.  _._ 

Currently  I  am  clinical  instructor  in  medicine  at  the  University  of  California 
Hospital  in  San  Francisco  and  director  of  the  Cathedral  Hill  Obesity  Clinic  in  the 
same  city 

After  the  FDA  Advisory  Review  Panel  in  1979  pronounced  phenylpropanolamine 
(PPA)  to  be  both  safe  and  effective,  there  have  been  sporadic  rerorts  throwing  some 
doubt  bh  that  finding:  Certainly,  as  director  of  the  Cathedral  Hill  Obesity  Clinic,  I 
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am  very  concerned  with  *he  safety  arid  effectiveness  of  OTC  drugs  Used  as  appetite 
suppressants.  1  am  often  ^  by  patients  arid  I  might  be 

held  liable  for  any  given  I  and  others  have  been  conducting 

new  studies  testing  the.salety  of  PPA.. 

In  a  significant,  large-scale  study  i  have  recently  conducted,  we  looked  at  216  pa- 
tients for  both  the  medic  U^arid  psychological  safety  of  PPA  at  different  dose  levels 
compared  with  a  placebo.  Of  these  210,  36  were  of  normal  weight;  72  were  15-30 
Percent  overweijght;  72  were i  31-45  percent _pyerweijght_anqL«36  were  m0re  than  46 
percent  (or  severely)  overweight.  The  study  has  just  been  completed.     . .   

Patients  were  studied  during  a  12-hour  period:  Patients  took  a  75  mg  time-release 
dose  at  approximately  8  A.M,  and  a  placebo  at  approximately  noon  arid  4  P.M.  A 
second  group  took  25  nig  at  those  times.  A  third  group  received  a  placebo  at  those 
three  times.  Patients^^  (both  standing 

and  lying  down)  on  administration  of  the  drug  and  at  one-haif  hour,  1  hour,  2  hours, 
4  hours,  4l/2  hoars,  6  hoars,  8  hoars,  %lM  hoars,  10  hoars  and  12  hoars  afterwards:  In 
addition,  clinical  measures  of  subjective  emotional  states  were  obtained  Using  self- 
adm  inistered  standardized  mood -scales  at  each  of  the  1 1  measurement  intervals. 
_  Jj  analyzing  the  clinicaL  daia^  !jcan__repj)_r_t__to_yo_u  that_PPA  at  Jhe  _75  mg^  dpse 
level  causes  no  significant  change  in  blood  pressure  or  pulse  rate.  An  analysis  of  the 
psychological  mood-scale  data  also  showed  no  significant  changes  in  emotional  state: 

There  was  an  incident  that  you  should  know  about.  One  patient  went  home  arid 
later  called  in  to  report  that  she  was  hallucinating.  Under  our  emergency  proce- 
dures, we _b rok_e_  the _ seaj_  o_n  the  med icatio n_ she  Kad_bee n  _takingL only  to  d isco ve r 
that  at  each  medication  time  that  day,  she  had  been  taking  the  placebo. 

This  study  is  one  phase  of  a  foar-phase  study:  The  same  study  is  being  replicated 
for  216  patient  groups  in  Seattle, _New  York  arid  Boston. 

What  do  I  think  abou t  PPA?  Let  me  su  mmarize  what  I  wrote  i h  a  letter  that  was 
published  i n  j une  1  982  i  n_  The  Lancet_  pri or _to  u  ndertakj  ng  the_  study  I've,  jus  t  _de- 
scribed.  (Exhibit  A)  To  quote  parts  of  that  letter:  "In  the  past  two  years,  I  have  done 
three  large  studies  in -our  obesity -Clinic  in  San  Francisco  of  the  effects  of  three 
dosage  forms  of  PPA.  More  than  400  obese  patients  were  studied. 

"Data  were  gathered  on  a  twelve-week,  dpuble^Wi  nd,  placebo  controlled  study  of 
50  mg  PPA  three  times  daily  A  twice  the  recommended  dose,  for  weight  jossj;_a 
double-blind  placebo  controlled  study  of  50  mg  PPA  combined  with  200  mg  caffeine 
in  control led-release  form;  arid  a  single-blind  trial  of  75  frig  PPA  in  controlled-re- 
lease  form. 

"Our  _res_ul_ts Lconfi rn^thaj V  PPA  does  not  cause  a  significan t_i increase  in  bipod  pres- 
sure  even  when  the  amount  Ingested  (150  mg/day)  is  substantially higher  than_t_he 
recommended  75  mg  dose,  There  was,  on  the  contrary,  a  redaction  in  blood  pressure 
as  the  studies  prbgressed.'' 

My  acute  and  chronic  studies  subsequently  show,  ladies  and _geritlerrieri,f  that  PPA 
is_a  safe_ajid_ effective  appetite  suppressant  for  millions  of  people  in  this  country 
who  want  or  need  to  iose  weight. 

Thank  yoa: 
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A.  Phenylpropanolamine  and  Blood  Pressure,  The  Lancet,  June  19,  1982 


PHENYLPROPANOLAMINE  AND  BLOOD  PRESSURE 

Su,- Although  pheny  I  propwqUmine j£PA)^been  used 
is  (he  U.S.A.  for  over  forty  jrears  as  a  nasal  tkcoogeatant,  your  April 
10  editorial  niied  the  pouibliicy  that  PPAJfl i  weight  control 
preparations  could  product  increased  blood  pressure. 

In  the  past  two  years,  1  have  done  three  large  srudita  in  our  obesity 
clinic  in  Sin  Fntocitco  of  the  eiTects  of  three  dosage  forms  of  PPA. 
More Lthan  400  obese  patients  were  studied  The  results  will  be 
pubjjsbedjjsewbcr*. 

Data  were  gathered  ob  a  twelve-week,  doublr  blind, 
placebo  controlled  study  oT  50  mg  PPA  :firee  Mmc  daily 
(twice  the  recommended  dose:  fit  wei|h:_lossu  C  double.-bUod, 
placebo  wniiflUed_irudy_of  _50_mg _P_P_A  cjo_mbined_  with  200  mg 
auTetneincontroHed^  anda  sing!e>blind  thai  of  75  mg 
Pf  A  *n  frantroilcd-rele«    

All  three  dosages  caused  no  significant  increase  in  blood  pressure 
in  more  than  400  patients:  2  patients  experienced  noteworthy  rises 
to  blood  pressure  lfier_  treatment,  with  75  mg  PPA,  but  these 
mcTe^o_wereJeIijiouo_J*  drug  related.  

The  mean  pooled  systobc  and  diastolic  blood  pressure  in  the  50 
mg  *  3  PPA  placebo  study  are  shown  in  the  figure. 

Our  results  confirm  that  PPA  docs  not  cause  a  ugruTicant  increase 
in  blood  pressure  even  when  the  i mount  ingested  (150  mg7day)  a 
sub*i»iiiUyJugher  than  thejceonvntsded  Timgdose.  There  was, 
on_the_cooirary,  a  reduction  in  blood  pressure  as  (he  studies 
progressed. 


C**»£Ml  HJJObwrr  CUa-c, 
S*aFrMcm,Caljfo(Ai>«4iO).t;$> 


Rudolf  E.  Noble 


Mm  •yatolk  and  dUitoHc  blood  proturt. 
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Ms.  Oakar.  Thank  you,  Doctor. 

Dr.  Silverman.  Thank  you,  Dr.  Noble.  Next  we  will  hear  from 
Dr.  Conte.  Dr.  Conte  is  an  internist  who  practices  in  Beaver,  Pa:, 
arid  specializes  in  the  treatment  of  the  obese.  Dr.  Conte? 

STATEMENT  OF  DR.  ANTHONY  CONTE 

Dr.  Conte.  My  name  is  Dr.  Anthony  Conte.  I  am  a  bariatrician, 
who  is  a  physician  who  specializes  in  the  medical  management  of 
weight  control.  I  have  been  in  private  practice  for  more  than  20 
years  in  Beaver,  Pa.*  where  I  direct  a  clinic  for  obese  patients  and 
I'm  proud  to  say  that  I  treat  patients,  not  scales; 

I  have  brought  with  me  written  testimony  that  I  request  be  en- 
tered into  the  record.   

Ms.  Oakar.  Without  objection. 

Dr.  Conte.  I  wanted  to  share  with  you  the  important  points  of 
that  testimony.  Over  the  past ,7 .years  I  have  prescribed  of  .recom- 
mended phenylpropanolamine  to  approximately  7,000  obese  pa- 
tients, including  patients  with  elevated  blood  pressure.  I  can  tell 
you  that  I've  never  observed  any  adverse  side  reactions  in  these  pa- 
tients. 

On  the  contrary,  I  have  found  PPA  to  be  a  valuable  adjunct  in 
the  treatment  of  obesity.  In  published  studies  that  my  colleague 
and  I__have  done  comparing  the  safety  and  effectiveness  of  PPA 
against  a  placebo  and  against  appetite  suppressants  available  by 
prescriptions  only,  I  have  found  PPA  to  be  equally  effective  as  pre- 
scription drugs  and  far  more  effective  than  placebos  in  helping  pa- 
tients lose  weight: 

I  have  not  found  any  significant  side  effects,  changes  in  blood 
pressure,  during  and  after  several  months  of  use.  In  short,  phenyl- 
propanolamine is,  in  rny-view,  a  safe  and  effective  product  which, 
when  used  as  directed,  offers  help  to  the  80  million  Americans  who 
need  to  lose  weight  for  the  sake  of  their  health  and  well-being. 
Thank  you. 

[The  prepared  statement  of  Dr.  Conte  follows:] 
Prepared  Statement  of  Anthony  Conte,  M:D:,  Bariatrician,  Beaver,  Pa. 

Good  morning.  My  name  is  Anthony  Conte,,  I  am  a  physician  with  a  specialty  in 
bar jat  rjcsr- the  t  reatme  nt  of  obesity.  I  Jiave  bee  n  in  private  p  ractice  for  mo  re  than 
20  years  in  Beayen  Pennsyjvania^  where  i_direct  a_cj^ni.c  Fo\r/oteero  paiients,  and  am 
an  attending  physician  at  the  Medical  Center  of  Beaver  County.  I  received  my  MD 
degree  from  the  University  of  Buffalo  SchooLof  Medicine_in_  Buffalo,  New_York  in 
1350.  From  1957^64,  I-  was  the  Director  of  Anesthesiology  at  both  Beaver  Valley 
Genera!  Hospital  in  New  Brighton,  Pennsylvania,  and  Providence  Hospital,  in 
Beaver  Falls,  Pennsylvania.  I  was  invited  to  participate  in  the  1969  White  House 
Conference  on  Nutrition.  I  am  currently  a  nutrition  consultant  for  the  University  of 
Pittsburgh  Department  of  Athletics. 

Over  the  past_20_  years*  l_  have  .treated  more  than  25,000  patients  suffering  from 
obesity— a  health-threatening  condition  affecting  SO  million. people  in  this  country.  I 
have  observed  patients  who  are  desperately  trying  to  Jose  weighty  trying to  change 
eating  habits  that  had  been  followed  for  a  lifetime.  And,  L  have  jseen patients  leave 
my  office  20  or  more  pounds  lighter  than  when  they  first  consulted  with  me. 

In  my  obesity  clinics,  my  treatment  method  varies  with  each  patient  But  one  of 
the  more  consistently  effective  treatments,  which  offers  help  to  a  broad  segment  of 
obesel pat le in is,  has  bee n  the  use  of  phe ny lpropan ipiami rie  to  supp resa  the_app^tife 
and  make  it  easjerfpr  rjatients  tpLcut  down  their  c^^ 

years,  I  have  prescribed.  _or_recerameno^  in- 
cluding patients  with  elevated  blood  pressure.  I  can  teli  you  that  I  have  never  ob- 
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served  any  adverse  side  effects  in  these  patients.  I  have  round  PPA  to  be  a  valuable 
adtjunct  in  treating  obesity.  ......  __   

Before  any  patient  begins  treatment  with  me,  he  or  she  undergoes  a_  complete 
physical  examination,  a  series  of  blood  tests,  a  nutritional  evaluation,  an  electrocar- 
diogram, and  an  evaluation  of  the  status  of  the  cardiac,  kidney  and  liver  systems:  In 
follow-up  visits,  which  take  place  at  least  once  a  month,  the  patient's  weight,  blood 
pressure  and  pulse  are  checked.   

Part  of  my  professional  practice  also  includes  carrying  out  scientifically.controljed 
studies  to  measure  the  effectiveness  of  Various  methods  in  treating  obesity,  I  have 
reported  my  findings  at  meetings  and  symposia  of  the  American  Society  of  Bariatric 
Physicians  and  the  International  Academy  of  Preventive  Medicine.  I  have  published 
papers  in  the  International  Journal  of  Obesity  and  in  Obesity  and  Bariatric  Medi- 
cine, the  journal  of  the  American  Society  o:  Bariatric  Physicians.  I  have  also  carried 
out  research  studies  for  various  pharmaceutical  companies,  including  A:  H.  Robins, 
Sandoz,  Smith,  Kline i  and  French,  and  Thompson  MedicaL 

I'd  like  to  review  some  key  findings  of  some  of  my  research  that  relate  to  the  sub- 
ject of  today's  hearing.     i    

In  ah  article  published  in  1982  in  the  International  Journal  of  Obesity,  I  reported 
with  other  investigators  bri  research  we  carried  out  which  studied  the  use  of  a  phen- 
ylpropanolamine-caffeine  combination  in  overweight  patients.  201  patients  Were 
studied  to  compare  the  safety_and  efficacy  of 'PPA  against  ^/P^^^.^i^.f^™^'^' 
zindol  and  diethyl propion,  which  are  both  appetite  suppressants  available  by  pre- 
scription only.  -  - 

Over  a  period  of  6  weeks,  patients  taking  PPA  lbstsignificantly  more  weight  than 
those  taking  a  placebo:  4.64  pounds  compared  to  2.07  pounds.  And,  when  we  com- 
pared PPA  to  mazindol  and  diethylpropion,  we  found  PPA  to  be  equal  to  those  prod- 
ucts in  helping  patients  lose  weight.  The  effectiveness  of  PPA  was  clearly  demon- 
strated. :  - 

Patients  in  this  study  were  required  to  visit  the  physician  every  two  weeks  to  be 
weighed,  At  each  visit,  blood  pressure  and  pulse  were  recorded,  and  patients  were 
asked  about  any  side  effects  or  adverse  reactions.  They  also  had  to  return  any 
unused  medication.  We  found  that  patients  taking  PPA  had  fewer  side  effectsjhan 
patients  on  mazindol  or  diethylpropion.  In  fact,  in  the  PPA  versus  placebo  group, 
two  patients  taking  the  placebo  reported  side  effects:  dry  mouth,  diuresis  and  itch- 
ing. These  reactions  are_  often  observed  in  people  who  are  starting  to  diet  arid 
change  their  eating  habits.  .....   

In  another  study,  I  compared  phenylpropanolamine  with  diethylpropion,. an  appe- 
tite suppressant  available  by  prescription  only.  In  a  group  of  48  patients,  no  signifi- 
cant, differences  v/ere  seen  in  the  amount  of  weight  lost  by  patients  taking  PPA  as 
compared  to  diethylpropion.  And,  there  were  no  clinical  deviations  in  blood  pressure 
or  pulse  in  either  group.   

My  interpretation  of  the  findings  of  these  and  other  studies  is  that  phenylprppan- 
olamine  is  a  safe  and  effective  product  which,  when  used  as  directed,  offers  help  to 
the  80  million  Americans  who  need  to  lose  weight  for  the  sake  of  their  health  and 
well-being.  I  intend  to  continue_recommending  it^b  my  patients.   

I  am  submitting  my  comments,  and  a  copy  of  the  study  I  referred  to,  to  be  entered 
into  the  record.  Thank  you. 
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Summary 

was  designed  to  determine  the  effectiveness  of  a 
phony  Ipropanolaminc-caffcinc  combination  in  achieving  weight  loss:  1  wo- 
hundrcd  and  brie  obese  adult  patients  were  divided  into  three  separate  groups  in 
which  phc nilj^ropanolamine/ca ffcin e  was  c ompa red  wi th  eithc r  placebo  (6 
weeks),  maztndol  (6  weeks),  or  dicthylpropion  (8_wceks):  In  these  clinical  trials, 
phcnylpropanolamine/caffeine  proved  to  be  as  effective  as  mazindol  and  dietliyl- 
P_roj?[on  ^"^.^"ific^n^y  more  effective  than  placebo  in  achieving  weight  joss. 
Overall,  phenylpjropanolaminc/caffcinc  had  fewer  side  effects  than  mazindo!  arid 
dictliylprbpibri:  Its  use  as  an  effective  anorectic  agent  in  the  treatment  of  obesity 
is  reviewed. 

Introduction 

\bs .substantial  professional  and  consumer  concern  about  obesity  in  America 
lias  led  to  a  growing  interest  in  appetite  Suppressants  as  substances  for  assisting 
people  to  lose  weight  I  his  is  a  report  on  in  integrated  program  of  three  con- 
trolled  studies  on  phcnylpropanolaminc/caiTcinc.  as  an  appetite  suppressant: 

Phenylpropanolamine  is  a  sympathomimetic  drug  which  is  a  synthetic  deri- 
vative of ephednne  It  is  a  0  phcncthylaminc  with  a  methyl  substitute  on  the  2 
carbon  and  a  hydroxy!  group  on  the  beta  carbon.  The  latter  substitution  gener- 
ally decreases  CNS  activity5:  In  rats4,  and  in  monkeys8,  phenylpropanolamine 
curbs  food  mt  ike  without  overt  signs  of  change  in  ictivitv  level.  Caffeine  lias  no 
•JPPVilW  suppression  effect  but  is  included  because  many  patients  on  wejght 
reduction  regimens  experience  fatigue  and  lassitude,  which  the  caffeine  helps  to 
counteract. 
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In  the  current  double-blind  studies  conducted  wit*1  ^  c  **gnt  adults,  thcr^ 
was  a  6-week  comparison  of  a  placebo  (Study  I),  a  6*wc^?-^^jjansbh i  against 
maziridol  (Study  II),  and  ah  8-week  comparison  against  3  nVlproPibn  (Study 
III). 

Subjects  and  methods 

Subjects  _    _    r'dm  i  a  

All  study  patients  were  between  18  and  65  yr  old  aftd SXJT -  -?  1     ^  percent 
overweight,  as  determined  f rbrri  the  Metropolitan  Lifc  ^     ^cC  tables:  {Statis- 
tical[B u lie tin .40,  I,  1959  &  47,  1,  1966).  ; -  

The  examining  physician  measured  the  patient's  hclg^    the  nearest  inch  and 
weight  to  the  nearest  pound.  The  physician  then  Cval"at^^ch  patient's  frame 
as  either  small,  medium,  or  large.  Taking  the  midpoif!1 jj^  A^f^Hc  .wejght 
for  the  patient's  height  and  frame  size  from  the  Mef  °P^S  <^  L^f- Insurance 
Company  tables,  the  degree  of  overweight  in  per  ccfl1  w^    ^crf^ed  by  the 

formula:   

actual  weight  —  desirablejvejg^    \  jDO 
des7r¥ble  weight 

No  patient  had  any  clinical  disease  or  surgical  cbn^l^*j^ict*  Hiigj^t  inter- 
fere with  the  medication;  no  patient  was  pregnant  °r  laC  ks  lj^r^d£a_rtAci-_ 
pitted  in  any  weight  reduction  program  for  at  least  9  w.c^  - FW^jng  the  study, 
Informed  consent  was  obtained  in  writing  from  all  patic  i.^-  he  Patients,  re- 
cruited from  the  physician's  private  practice,  were  t<^        *  thc  Procedures  arid 
goals  of  the  study. 

At  the  first  session,  a  history  of  each  patient  was  a  Physical  exami- 

nation conducted.  Patients  were  required  to  appear  fv^|t  J^ecfcs  thereafter,  to 
be  interviewed  arid  weighed  by  the  physician.  At  eaek  Yr^'  ^00 ^.Pressure  and 
pulse  were  measured  and  the  patients  were  asked  to  rcP^jj  V       effects  br 
adverse  reactions  and  return  all  unused  medication.  ^  1  ^ata  col  lectio  ri 

were  carried  but  with  similar  case  xcport  forms:  nhv  . 

If  a  pat icn t  reported  any  side  effects  or  reactions,  tnc j^ici^  obtained  full 
details,  evaluated  their  significance,  and  recorded  thcl"  V_~  f  0  p^^nt's  record. 
The  physiciari  also  recorded  the  absence  of  such  efftcts  0    C*cti°ns,  when 
appropriate.    ssie*  

In  each  of  the  three  studies,  patients  were  randomly _?.nj*?*dA°"  One  of  two 
groups,  which  were  essentially  homogenous  in  terms  °^f0rj^ee  critcria- Each 
experimental  group  received  cither  a  placebo  or  phe^P.j^^blaniine  37.5  rrig. 
140  mg  caffeine  (sustained  release)*  b.i.d.  (Study  I),  m^eas  ^  ?  m8  or  phenyl- 
propanolamine 50  rrig  arid  200  mg  caffeine  (sustained  rcj  price  a  day 
(Study  II),  ordicthylpropion  25  mg  or  phenylpropjU10^      *  25  mgL  100  mg 
caffeine***  t.i.d.  (Study  III).  The  substances  being £om^mQc*  w«re  in  identically- 
appearing  capsules.  In  each  of  the  three  studies,  the  *fn-°-  ^  phenylpropano- 
lamine contained  in  the  capsule  was  different,  so  th^1  tn^    c^uency  Qf  ingestion 

•A  bailable  co m mercially  «  Pro lamine;  * \A_vqilable  com mitC}a^y_  y^^l^^i  •**Availabtt 
commercially  as  Appedrine:  all  products  distributed  by  Thoff*Ps0  c°rnpany,  Inc., 

New  York.  NY'  10022. 
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was  different,  as  noted  above.  Patients  in  Study  I  were  no'  required  to  follow  a 
specific  diet  but  were  encouraged  to  follow  sound  nutritional  principles.  How- 
ever, all  patients  in  Sm  provided  with  a  balanced  1 250  caloric 
(5,23  MJ)  diet,  along  with  instructions  on  its  use.  All  patients  were  seen  every 
other  week  and  all  data  were  entered  bri  similar  case  report  forms. 

Procedures 

Study  I. .  Study  I  followed  a  double-blind  comparison  of  a  placebo  (lactose) 
against  37:5  mg^hcnylpropanolamine  with  140  mg  of  caffeine,  in  a  sustained 
action  capsule.  The  patients  took  cither  test  medication  daily  at  1000  h  and 
1 600  h  for  6  weeks  and  were  given  no  specific  diet.  There  were  72  patients. 
Mean  initial  weight  for  the  medicated  patients  was  161  Yi  (73  kg)  With  a  range 
from  131  to  203  lb  (60-92  kgj.Jrtean  initial  weight  for  the  placebo  patients  was 
162  lb  (74  kg),  with  a  range  from  118  n  205  lb  (54-93  kg).  The  medicated 
group  included  six  males  and  22  females;  there  Were  nine  males  and  19  females 
in  the  placebo  group. 

Study  II.  Study  II  consisted  of  a  comparison  of  50  mg  of  phenylpropanolamine 
with  200  mg  caffeine,  against  2  mg  of  mazindol,  an  imadazbisbiridble  aribrexiant 
in  the  Drug  Knforcement  Administration's  Schedule  III,  which  has  been_found_ 
to  be  superior  to  placebo  as  an  appetite  suppressant3'17.  The  patients  took  either 
medication  once  daily  at  1.000  h,  for  6  weeks  and  were  given  a  1250  calorie 
(5.23  MJ)  nutritionally  balanced  diet.  There  were  67  patients  entered  (58  female, 
nine  male).  Mean  initial  weight  for  the  mazindol  patients  was  169  lb  (74  kg), 
with  a  range  from  122  to  240  lb  (55-109  kg);  Mean  initial  Weight  for  the  pheriyl- 
propanolamine  patients  was  170  lb  (77  kg),  with  a  range  from  118  to  240  lb 
(54-109  kg).  The  mazindol  group  included  five  males  and  23  females;  there  were 
three  males  arid  24  females  in  the  pheriylprbpanblamiric  group. 

Study  W.  Study  III  Compared  25  mg  of  phenylpropanolamine  with  100  mg 
caffeine  and  multi-yitaminSj  against  diethylpropion,  aphenethyiamine  anorcxi- 
ant  in  the  Drug  Enforcement  Administration's  SchedulcIII,  which  was  found  to 
be  Clinically  effective  in  achieving  weight  reduction15.  Either  medication  was 
ta ke n  three  times  daily,  3 0  min  befo re  each  meal,  over  8  weeks,  wi th  a  125 0 
calorie  (5.23  MJ  j  nutritionally  balanced  diet.  There  were  62  patients  (59  female, 
three  male).  Meari  initial  weight  for  the  phcnylpropanolaminc/caffeine/vitamins 
group  was  161  lb  (73  kg),  with  a  range  from  120  to  2191b  (55-100  kg).  Mean 
initial  weight  forthe  diethylpropion  group  was  160  lb  (73  kg),  with  a  range  from 
129  to  196  lb  (59-89  kg).  The  phenylpropanolamine  group  included  one  male 
and  24  females;  there  was  one  male  and  22  females  in  the  diethylpropion  group. 
{Numbers  within  groups  signify  patients  who  completed  the  study). 

Results 

S  t  u  dy  I 

The  .mean  and  standard  deviation  of  the  cumulative  weight  loss  occurring  at 
weeks  2,  4,  and  6  are  set  forth  in  Tabic  K  Phcnylpropanolamiric  Was  Consis- 
tently associated  with  more  weight  loss  than  the  placebo ?  the  difference,  as 
measured  by  Student's  f-tcst  and  analysis  of  variance,  was  not  statistically  signifi- 
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Table  1 ,  Comparison  of  weight  loss  achieved  by  phenylpropanolamine  vs  placebo,  mazindol  and  diethylpropion  at  2-week  internals 

Change  in  body  weight  from  baseline 
Medication         Baseline  to  2  weeks      Baseline  to  4  weeks      Baseline  to  6  weeks      Baseline  to  8  weeks 

Study  I.  Phenylpropanolamine  vs  placebo 
lb   kg  s.e,  ±  kg   lb   kg  s.e.±  kg   lb   kg  s.e.  ±  kg 

Phenytpropanol- 

amine/caffeine    -3.07  1J30  0.49  0.22  -3.71  1.68  0.60  027  3.64  2.10  0.72  032 
in-- 281 

Placebo(n=28j   -1,96  0,88  0.40  0.18  -1.68  0,76  0.62  028  -2.07  0.94  0.69  0.31 

Study  II.  Phenylpropanolamine  vi  mazindol 

lb   kg  s.e.  ±  kg   lb   kg  »;i  kg   lb   kg  s.e.  ±  kg 

Phenytpropanol- 

amine/caffeine    -422  1.91  0.68  030  -5.74  2.60  0.73  0.33  -8.11  3.68  1.02  0.46 

M/l 

Mazindol  -  28)  -4.50  2.04  0.57  025  -653  2.96  0.66  030  -9.00  4.08  0.79  0.35 

Study  III. Phenylpropanolamine vsdiethyipropion 
!b   kg  s.e.  ±  kg   lb   kg  s.e.  ±  kg   lb   kg  s.e.  ±  kg   lb   kg  s.e.  ±  kg 

Phenylpropanof-    -  -  --■    —    --  —   

amine/caffeine  -3,40  '1.54  0,47  021  -452  223  0,60  027  -5.67  257  0.80  0.36  -6.84  3.10  035  038 

in  =25)         :  

Dieldylpropion  -4:04  1:33  0:61  027  -5.61  2:54  0:86  039  -6.61  3,00  1:17  053  7:96  3.61  1.44  0:65 
H3) 
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cant  at  week  2  but  was  significant  at  week  ?  (P<  0.02)  and  week  6  |«P  <  D,0 1). 
The  appfoxiitiately  2:1  ratio  of  weight  loss  achieved  by  patients  an  phenyl-, 
propanolaminc  as  compared  to  those  on  placebo,  is  consistent  with  the  results 
of  a  review  of  pooled  studies  involving  7000  patients  who  were  taking  prescrip- 
tion anorectic  drugs  compared  to  placebo,  over  a  variety  of  time-intervals13. 

Four  patients  on  phenylpropanolamine  reported  adverse  reactions:  dry  mouth, 
diuresis,  diarrhea,  and  constipation.  One  placebo-treated  patient  experienced  dry 
mouth'  and  diuresis  and  another  cited  itching;  The  reactions,  which  occurred  only 
during  the  first  2  weeks,  are  not  uncommon  injjersons  starting  weight  reduction 
programs  and  changing  their  food  intake  patterns.  Blood  pressure  and  pulse  read- 
ings were  taken  at  each  Visit:  The*  means  for  each  arc  reported  in  Table  2: 

O f  t he  etgh t  pal ien ts  us ingp henylp rop anolam inc  who  dropped  ou t  of  t he 
study,  five  could  not  keep  appointments,  one  had  no  transportation,  another 
experienced  nausea,  arid  brie  was  terminated  by  his  family  physician:  These 
reasons  wen  determined,  in  this  and  the  other  studies,  by  follow  up  calls  to  the 
patients.  Of  the  eight  patients  on  placebo  who  dropped  out,  five  could  not  keep 
appointments,  brie  experienced  nausea,  another  had  rib  transportation,  arid  brie 
was  terminated  by  her  family  physician. 


Table  2.  Diastolic  and  systolic  pressure  and  pulse  at  beginning  and  end  of  study 


_Pja*tpJic  (mmHg) 
beginning  end 


__Systp!|c  {mmHg}  Pujse  (beats/mln) 
beginning     end     beginning  end 


Study  I  (6  week  evaluation) 
Phenylpropanolamine/caffeine 
b.i.d.lr?  =28) 

mean 

range 

Placebo  b:i;d:  {n  =28) 
mean 
range 


S_tu_dyl_l_(6_week  evaluation) 
Mazindol  o.d.  (n  =  28) 

mean 

range 

Phenylpropanolamine/caffeine 
b.i.d.  [n  27) 

mean 

range 

Study  III  (8  week  evaluation) 
Diethylpropiori  t:i:d:  tn  =  23) 

mean 

range 

Phenylpropanolamine/caffeine/ 
vitamins  (n  -  25) 

mean 

range 


78.9 
70-90 

_84,3 
65-90 


79.3 
58-94 


-76.6- 
60-90 


71:4 
60-60 


-78.1- 
65-90 

822 
70-100 


75_,9 
54-68 


-763- 
62-66 


69.9 
54-62 


72.0 
60-62 


70.1 
58^88 


J24.4-  J24,4  73.4 

110-150  110-150  68-82 

128.3  127.7  742 

110-150  110-150  64-68 


120.6  1182  76.4 
108-146  102-138  64-90 


115.6  117.4  75.3 
90-142    96-150  60-90 


1112  113.5  77.2 
94-130    100-140  62-68 


1105  1125  784 
98-126    96-140  60-100 


72:9 
68-82 

73.5 
70-68 


752 
66-96 


74:3 
60-86 


78 13 
72-100 


78,* 
68-88 
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Study  II. 

The  mean  and  standard  deviation  of  the  cumulative  weight  loss  occurring  at 
weeks  2,4  and  6  arc ;  summarized Jn  Table  !•  At  each  measuring  point,  as  meas« 
red  by  Student's  Mest  and  analysis  of  variance,  there  was  no  significant  diffcrenc 
between  phcriylprbpanblamine  and  mazind  jI  in  terms  of  weight  loss; 

None  of  the  phchylpropanolarnihe  pajliehts  rcjio^tcd  an 
seven  mazindol  patients  did  so  (P  <  CL05  j.  These  included:  constipation  (2)i 
dry  mouth  (2),  nervousness  (1),  hot  flushes  (1),  lightheadedness  (1):  Blood  pres- 
sure and  pulse  readings  were  taken  at  each  visit  and  the  means  are  reported  in 


Six  patien  ts  treated  with  pheriylpropaholamirie  gave  rib  specific  reason  for 
dropping  out,  one  did  because  he  was  not  losing  weight.  Of  Five  patients  treated 
With  mazindol  who  dropped  out,  two  gave  no  reason,  one  became  irritable, 
another  had  a  dispute  with  her  husband,  and  brie  was  riot  losing  Weight. 

Study  111 

Tabic  1  sets  forth  the  mean  and  stan                                            weight  loss 
D.t  the  phenylpropanolamine  and  diethylpropion  group,  at  weeks  2, 4,  6,  and  8. 
There  was  nb  significant  difference  between  the  tWb  groups,  at  any  point  of 
me  asu  rcmc  n  t ,  as  m  easy  re  d  by  Stu  dent _'s  f-test  and  analysis  o  F  variance.  

Five  patients  treated  with  phenylpropanolamine  experienced  side  eFFects: 
dry  mouth  (2),  headache  (1),  nervousness  (1)  and  cramps  (1):  Seven  patients 
treated  with  diethylpropion  experienced:  headache  (2 jh L_ncj^oujncss  jy,  cramps 
(I),  insomnia  (ij,  and  too  much  energy  (lj.  Blood  pressure  and  pulse  .measure- 
ments were  taken  at  each  visit  arid  the  mean  cases  are  reported  in  Table  2. 

Six  patients  treated  with  phenyl  prop ^ahol^ine  dropped  out,  because^  F: 
schedule  conflicts  (2),  lightheadedness  (lj,  moving  away  (lj,  discouragement  (X) 
arid  a  broken  leg  (1).  Kighi  patients  treated  With  dicthylprbpibn  dropped  but,  for 
various  reasons:  couldn't  keep  appointments  (2),  not  cFFcctiyc  enough  (2J, 
schedule  conflicts  (1),  nervousness  (t),  stomach  cramps  (i)  and  no  spcciFic 
reason  (1). 

Discussion  . 

A  number  of  earlier  studies  have  suggested  the  possible  utility  bF  phenylpro- 
panolamine as  an  adjunct  to  the  treatment  of  obesity9'12.  Phenylpropanolamine's 
appetite  supprcsant  effect  is  well  established  and  recognized  by  the  tJS-Pharmo- 
copeia  Convention16.  Its  use  for  this  purpose  has  jpjumei^ad^  [elegance 
because  of  the  growing  concern  over  the  use  of  amphetamines  in  the  treatment 
of  obesity.  Amphetamines  have  actually  been  barred  for  such  purposes  in 
England  ( 1 968) ,  Sweden  (19 70)  and  Canada  ( 1 972 ).  Phenylpropanolamine's 
abuse  potential  is  practically  non-existent7,  as  is  its  tolerance  potential18.  A  pre- 
vious report  raised  questions  about  the  safety  of  phenylpropanolamine  in 
achieving  weight  loss11.  This  report,  however,  was  based  on  experie rice L utilizing 
dosages  larger  than  those  employed  in  the  United  Stales.  However,  in  a  study  of 
37  adults,  it  was  found  that  phenylpropanolamine  (25  nig)  by  itself  in  combina- 
tion with  caffeine  (100  mg)  had  no  significant  effect  on  cither  systolic  or 
diastolic  blood  pressure  measured  at  intervals  over  a  4*h  period14.  As  set  forth 
in  Table  2,  phenylpropanolamine  has  minimal  negative  cardiovascular  impact. 


Table  2: 
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In, one  double-blind  crossover  study,  phenylpropanolamine  reduced  Luay. 
weight  significantly  more  than  a  placebo,  without  noticeable  stimulatory  side 
effects'6.   J,  .  

Another  previous  double-blind  study,  In  which  thepatients  had  been  given  a 
nutritionally  balanced  diet  had  found  phenylpropanolamine  to  be  superior,  to 
a  statistically  significant  degree,  to  a  placebo  in  achieving  weight  loss6.  Similar 
results  were  achieved  in  the  current  investigation  (Study  I  j,  in  which  the  patients 
were  advised  to  use  good  nutritional  judgment,  but_were  not  given  a  formal  diet. 
It  was  felt  that  not  providing  the  patients  with  a  specific  diet  would  add  an 
additional  dimension  to  the  investigation. 

The  current  study  also  implements  the  suggestion  of  an  experienced  bariatric 
physician  thai  clinical  assessments  of  anorectic  drugs  employ  more  than  one 
dosage  level1.  In  the  current  study,  three  different  dosage  levels  were  used.  as 
well  as  different  settings:  a  general  hospital,  Veterans  Administration  ho^ 
and  a  private  office.  The  hospitals  are  located  in  a  large  city  (Philadelphia),  and 
the  private  practice  in  a  suburban  community  in  the  same  state. 

On  the  basis  of  previous  findings  and  of  the  current  study,  phenylpropanoU- 
rriirie  would  appear  to  merit  consideration  as  an  anorectic  agent  of  choice  based 
on  Its  efficacy,  safety,  and  lack  of  abuse  potential. 
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Ms.  Dakar.  Thank  you,  Dr.  Conte. 
_  Br.  Silverman:  Next  is  Br;  Marianne  Sehok,  internist,  from 
Philadelphia,  and  associated  with  the  Albert  Einstein  Hospital  in 
that  city.  Dr.  Sebok. 

STATEMENT  OF  DR.  MARIANNE  SEBOK 

Dr:  Sebok:  Thank  you:  My  name  is  Dr.  Marianne  Sebok.  I  am  a 
physician  working  in  internal  medicine.  I  have  been  in  the  practice 
of  medicine  for  33  years  and  I  am  now  in  private  practice  in  Phila- 
delphia, connected  with  the  Albert  Einstein  Memorial  Hospital, 
Frankford  Hospital,  and  John  P.  Kennedy  Hospital:  I  have  a  writ- 
ten testimony  that  T  submitted  to  the  committee. 

I  would  like  to  gi/e  you,  now,  some  highlights  of  this  record. 

Obesity  is  a  major  health  problem  in the  _United  States,  affecting 
some  86  million  ^Americans,  who  are  approximately  35  percent  of 
the  population.  It  can  be  a  potential  killer.  Weight  is  usually  a 
signficant  predict er  of  cardiovascular  disease  in  men  and  women, 
even  when  statistical  adjustments  are  made  for  cigarette  smoking, 
age^  and  hypertension; 

I  have  performed,  as  you  can  see  here,  double  blind  clinical  stud- 
ies on  over  200  people  who  were  in  good  health,  to  test  the  safety 
and  efficacy  of  phenylpropanolamine,  otherwise  known  as  PPA^ 

Patients  who  took  phenylpropanolamine  lost  twice  as  jnuch 
weight  as  those  who  were  only  on  placebo.  I  have  not  observed,  per- 
sonally, any  significant  side  effects  from  the  use  of  PPA  or  phenyl- 
propanolamine. 

In  my  opinion,  phenylpropanolamine  is  safe  and  effective,  if  used 
as  prescribed,  not  only  as  an  appetite  suppressant,  but  also  as  a 
nasal  decongestant  or  cold  medicine.  Arid  this  was  used,  it  was 
used  as  this  for  the  last  50  years. 

Thank  you. 

[The  prepared  statement  of  Dr,  Sebok  follows:] 

Prepared  Statement  of  arianne  Sebok*  M.D.,  Physician,  Affiliated  With  «L_F: 
Kennedy  Memorial  K  spital, Frankford  Hospital,  and  Albert  Einstein  Me- 
morial Center,  Philadelphia,  Pa. 

Good  morning.  My  name  is  Dr.  Marianne  Sebok.  I  have  been  practicing  medicine 
for  33  years-^biginning  first  in  Hungary  and  then  in  Switzerland^  In  1969,1  came 
to  the  United  States  to  begin  a  four-year  residency  at  the  Albert  Einstein  Medical 
Cen ter  in  P hi ladelj) hia ,  special  izi  rig  i  n  haembtol qgy  arid  ^hembt herapy.  In  1 965,  I 
was  appoj n ted  staff  physicia  n_at  J.  F.  Kennedy _Me LmoriajL  Hospital  in_ Philadej phja ._I 
continued  to  practice  there  until  1973  when  I  left  to  startmy  own  practice  in  Phila- 
delphia: Currently  1  am  affiliated  with  the  J:  F:  Kennedy  Memorial  Hospital,  Frank- 
ford  Hospital  arid  Albert  Einstein  Memorial JUeriter^an  in  Philadelphia. 

My  purpose  in  speaking  to  you  today  in  twofold:  First,  to  alert  you  to  t he  stagger- 
ing mortality  rates i _ass_pci_ate_d  jwithobesityj.  and_secondx  to  point  _out_the  safety  an_d 
effectiveness  associated  with  phenylpropanolamine— or  PPA— as  an  appetite  sup- 
pressant to  achieve  weight  loss: 

Pheriylprbparidlariiirie  is  a  far  fetter  alternative  in  weight  loss  thari  crash  diets, 
fads  and  liquid  p^ 

appetite  suppressant  which  can  help  overwelg_ht_peppJe_ipse  weight._The  only  way  to 
lose  weight  safely  and  effectively  is  to  reduce  the  number  of  calories  consumed.  PPA 
can  be  used  as  an  appetite  suppressant  while  obese  people  learn  new  eating  habits: 
JVheri  I  use  the  term  obesity  I'rii  referririg^4»  people  10  j^rceri^or  more  over- 
weight. Government  data  puts  that  figure  at  80  million  Americans — approximately 
35  percent  of  the  total  population. 
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Complicating  distuises— cbrohury  heart  disea^,  cancer,  dtebetes,  digestive  diseases 
and  cerebral  vascular  disease— profoundly  increase  the  chance  of  early  death  when 
a  oerson  is  obese.      

In  a  study  by  Lew  and  Garfinkel,  a  base  of  750,000  men  and  women  was  used  to 
calculate  mortality  rates  as  related  to  obesity.  The  recently  completed  Framingham 
Heart  study  also  found  a  distinct  relationship  between  overweight  and  mortality 
rates.  Let  me  point  out  some  highiights_from 

Weight  is  a  significant  predictor  to  total  cardiovascular  diseases  in  .both  men  and 
women,  even  when  statistical  adjustments  are  made  for  cigarette  smoking,  hyper- 
tension, age,  left  ventricular  hypertrophy  arid  serum  levels  of  cholesterol  and  glu- 
cose.   _    

Weight  is  one  of  the  best  predictors  of  myocardial  Infarcti^  type 
of  cardiovascular  death  in  women,  ranking  only  behind  age  and  biood  pressure.  

Overweight  females  in  their  50s,  60s  arid  70s  are  one  and  two-thirds  more  likely  to 
die  of  cancer     ...   __  ;  

Digestive  diseases  are  four  times ;  more  jikelyto  result  in  death  in  overweight  men 
and  two  times  more  likely  in  overweight  women..  __    

Obese  diabetic  women  in  their  forties  are  almost  25  times  mor*  likely  to  die  than 
if  they  were  at  normal  weight. 

_  For_ both  sexes,  people  are  almost  twice  as  likely  to  die  of  comp,,       g  diseases  if 

they  are  obese.       ... 

Mortality  resulting  from  complications  of  obesity  is  at  its  highest  among  people  in 
their  40s  arid  50s.  - 

Obviously,  for  35  percent  of  the  American  population,  losing  weight  is  a  matter  of 
life  and  death.     -  _  __  ;__ 

Phe  ny  1  propa  nola  m  i  ne  is  pu  rchased  by  1 0  _m  ill  ion  Amer  ica in.  each  yea  r fo  r  help  in 
dieting.  In  my  research  with  PPA  as  an  appetite  suppressant,  I  studied  134  over- 
weight men  and  women  in  three  separate  double-bli  nd  trails: 

In  the  first,  54  patients  were  divided  into  two  groups.  One  group  received  an  appe- 
t  ite  su ppressan  1 1 hat  co n ta] ned  50  mg  of  phe n^lpropa nolamine,  and  the  o  the  r  grbu p 
received  a  placebo.  Patients  were  required  to  follow  a  i^AO.calorje  nukiUonally  bal- 
anced diet  consisting  of  high  protein,  low  fat,  and  restricted  amount  of  carbohy- 
drates. Patients  took  their  test  medication  twice  a  day  for  six  weeks: 

Background  information  on  each  patient  was  collected  including  physical  condi- 
tion, body  weight,  frame,  ideal  weight,  percent  overweight,  sitting  blood  pressure 
and  pulse.  At  weeks  two,  four  and  six,  the  body  weigh_U_si_ttlng _blp^_pr_essure  and 
pulse  were  rechecked.  Patients  were  also  questioned  about  adverse  reaction.  

After  six  weeks  of  evaluation,  there  was  a  statistically  significant  weight  loss  in 
the  medicated  group  as  compared  to  the  placebo  at  a  .05  level  of  confidence^ 

The  second  study  involved.  72  obese L  a_duLts._ The  study  procedure  w^  to 
the^  first  study r  except  that  patients  were  not  restarted, to  a ^250  calorie  diet.  

Fifty-six  patients  completed  the  study.  The  PPA  group  lost  a  significant  amount 
of  weight  as  compared  to  the  placebo  group  at  a  .01  level  of  confidence: 

Most  important,  however,  is  that  throughout  the  study  no  clinically  significant 
va  r  ia  tio  ns  i  n  5  i  tti  ng  blood  p  ressu  re.  o  r  pu  Lse_  we  re  observed , 

In  the  final  study,  70  patients  were  selected  and  49  completed,  the  s_tud_y.  The_on]y 
side  effects  reported  were  minor,  subjective  symptoms  that  appeared  in  both  the 
medicated  and  the  placebo  groups.  These  occurred  among  some  people  in  both 
groups  and were  considered  mild  and  did  not  peraist.  f_  _    - 

This  six-week  evaluation  revealed  that  of  those  patients  taking  Prolamine  (35  mg 
phenylpropanolamine  plus  140  mg  caffeine  B.I.D.)  o</er  a  six-week  period,  35  percent 
lost  eight  pounds  or  more  and  22  percent  lo  I  six  pounds  or  more.  Of  those  taking  a 
placebo,  only  nine  percent  lost  eight  pounds  or  more,  and  22  percent  lost  six  pounds 
or  more.  Of  those  taking  phenylpropanolamine,  35  percent  lost  five  percent  or  more 
of  their  initial  body  weight,  while  only  four  percent  of  the  patients  on  placebo  lost  5 
percent  of  their  initial  body  weights   

No  significant  changes  in  either  blood  pressure  or  pulse  measurements  were  indi- 
cated during  the  test  periods  in  comparison  with  the  baseline  measurement. 
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Sebok,  M..  Exhibit 


A-  MJuence  of  Obesity  on  Mortelity  Rates  of  Men  and  Women  in 
Disease  and  Non  Disease  States 


INFLUENCE  OF  OBESITY  ON  MORTALITY  RATES  OF  KEN  AND  WOMEN 
IN  VARIOUS  DISEASE  AND  NON  DISEASE  STATES 


MORTALITY  RATIOS  FROM  CORONARY  HEART  DISEASE  BY  AGE  AND  SEX  IN  RELATIONSHIP  TO  DEATH 
RATES  OF  THOSE  90-100*  OF  AVERAGE  WEIGHT 


WEIGHT  INDEX 

AGE  GROUP        SEX        <Q80  080-089  090-109  110-119  12<M29 

30-39  M  0.54-  0.79  l.QQ  2  03 

F  NSD  0.88  1.00  2.27*  2  29* 

4°-49  M  0.60  0.74  1.00  1.34  i  67 

F  \:00  0-65  1.00  1.59 

50"59  M  0.77  0.86  1.00  1.28  1  41 

F  0.98  Q.82  1.00  1.45  i.sl 

60-69  M  0.90  0.94  1.00  l.2l  122 

------  F  0.93  0.89  1.00  i.30  i.\3 

70"79  M  1.17  1.Q2  1.00  i:09  122 

F  1.06  0.97  1.00  1.09  JL25 

flO-89  M  1.32  i:00  1.00  1.12  0.81 

F  1.11  1.04  1.00  o:97  0:92 


130-139 


1.49 

NSD 

1.93 

2.71 

1.76 

2.36 

i:34 

1.65 

1.52 

I.29_ 

0.61* 

0.61 


NSD,_bot_suf  ficient  data  (less  than  5  observed  deaths). 
•Mortality  ratio  based  on  only  5-9  observed  deaths. 


NSD 

NSD 

1.98 

3.61 

2.16 

3.11 

2.18 

1.88 

1.41 

i:4i 

1.43* 

1.23 


<n  rtl  I  <  11  -----  W?7 **********  high  among  women  In  their  IbrEies  and  fifties; 

in_£be_weight_iDaex_category  140  plus  female  mortality  from  this  cause  wss  from  three  to 
three  and  a  half_  tines,  higher.  thafl_tbflt_in_tbe_ 90-109- weight  index- category.    Among  men  in 
the  same  age  range  corresponding  coronary  disease  moruUcy.  WM_obIy_abQut_tvo  times  higher: 
a       t!^    I       corTO?W  «s«a"  mortality  ,pP..rs  to  be  somewhat  lower  «ong  underweights 
than  among  those  of  about  average  weight  in  both  iexes. 


27-436  0  -  84  -  ±0 
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Afle  Group 
30-39 

— Sex 
H 

<0B0 
1.93* 

F 

0.85 

40-49 

H 

1.49 

F  . 

0.95 

50-59 

M 

1.46 

F 

l.OQ 

60-69 

M 

1.16 

F 

\A\ 

70-79 

M 

1.25 

F 

0.72 

B0-B9 

M 

i:  19 

F 

0.B0 

Weight  Index 

~T7*  wj  ^  5fc  P« 

o:«  I'SS  aM  1  10  U19  1.31 

1.21  LOO  £.96  u  XA9  1.37 

0.94  x:m  0.97  •  *  J  Q9  i:s3 

in  i,PP          -08  I;i2  l>67 

°-9Z  }-2           m  :«  i.n  i.n 

°'97  J  95  09  1^32  1.1.5 

1-09  ■    -00  Q.||  }  «  h32  K59 

°'31  MS  At  11  NSD-  KSD 

O.H  1:00  0.66  I;9g  KSD 


  *i=iT_  nverweiRhcs  was  evident  only. 

Slgnlflc.ncly  Highir  i^.UW  from  c.nce.^ng  f™l.  ___{  ^  s„ci 

UO-plus. 
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MORTALITY  RATIO  FROM  DIABETES  BY  ACE  AND  SEX  IN  RELATION  TO  DEATH  RATES  OF  THOSE  90-109* 

OF  AVERAGE  HEIGHT 


Weight  index 

ige  Group 

Sex 

<080 

080-089 

090-109 

110-119 

120-129 

130-139 

140+ 

30-39 

M 

NSD 

NSD 

4.00* 

NSD 

NSD 

NSD 

NSD 

F 

NSD 

NSD 

NSD 

NSD 

NSD.  _ 

NSD 

NSD 

40-49 

M 

NSD 

1.99 

1.00 

2.64 

3.56* 

NSD 

NSD 

NSD- 

NSD- 

1.00 

3.55 

9.56 

NSD 

24.59 

50-59 

M 

1.17* 

0.90 

1.00 

1.71 

2.88 

5:35 

7*06* 

F 

1.00* 

0.64 

l.OC 

2.28 

4.35 

7.12 

12.32 

60-69 

h 

0:71* 

0764 

1.00 

1.33 

2.87 

2.07* 

NSD 

F 

0.60* 

0.66 

1.00 

2.05 

3.54 

3-58 

4.12 

70*79 

M 

NSD 

0.69 

1.00 

1.52 

1.74 

NSD 

NSD 

5" 

0-55* 

0.64 

1.00 

1751 

1*65 

1.75* 

4,40* 

80-89 

M 

NSD 

NSD 

1.00 

2.79_ 

NSD. 

NSD 

NSD 

F 

NSD 

NSD 

1,00 

1.02* 

2.90 

NSD 

NSD 

NSD.  Not  sufficient  data  (less  Chan  5  observed  deaths). 
*Mortality  ratio  based  on  only  5-9  observed  deaths. 


Mortality  from  diabetes  was  reltively  highest  among  vomen  overweights  In  their  forties 
and  fifties^  the  exceas  mortality  from  diabetes  diiinlshed^with  advancing  age  anon?  overweight 
..A1?0.11?.  «en  overweights  at  ages  under  70  the  excess  mortality  waa  distinctly  lower  than 
among  women  and  did  not  vary  as  much  by  age r    Note  that  the  mortality  ratio  of  a  female  in 
her  forties  at  least  407  overweight  Is  24.59! 
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MORTALITY  RATIOS  FROM  DIGESTIVE  DISEASES .BY _ ACE  AND  . SEX  IS  RELATION  TO  DEATH  OF  THOSE 
MOnTALITY  RATIOS  FROM  uiw        9Q_1(m  QF  XVER>,  CE  WEIGHT 


Age  Group 


<080         080-089    WelO90-IO9eX      110-119         120-129       130-139  U0+ 


•*    !    s  !«  IS  S  s     b  « 

&  a  a  is  a    »  a 

5  ,  ,  r-io  I  00  1.20  2.10  3.23  5,11 

• :  I  m  fcS.  ST   ss  a 

-   f   S  &  is  is:  s  s_._s 


NSD  NSD  NSD 


NSD:    Sot.  iufficienc. data  (less  than  5  observed  deaths). 
♦Mortality  ratio  based  on  only  5-9  observed  deaths. 

■HT  -..nnJ  hiiheit  relative  nortality  anong  overweights  of  both  sexes  «as  from. digestive 
diseases      In    he      O  p  u    ^ight  index  category  the .  Sortallty.f  ro^these.diseases  w* .  four 
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MORTALITY  RATIOS  FOR  ALL  ACES  COMBINE)  IN  RELATION  TO  THE  DEATH  RATE  OF  THOSE  90-109: 
OF  AVERAGE  WEIGHT 


Weight  Index 

7th  Rev* 

ICD        Sex       080    080-089    090-109    110-119    120-129    130-139  140+ 


Total  deaths  M  1.25  1.Q5  1.00  1.15  1:27  i,46  j  87 

 __  F  1.19  0.96  1.00  1.17  1.29  1.46  !M 

Coronary,  heart          420  M  0.88  0;90  i.00  1.23  32  55  '95 

^  di"Me  F  1.01  0.89  1.00          !23  l  U  Hi  \'% 

Cancer.  .11  ,Ites     140-205  M  1.33  1.13  1.00  \'02  |£  lit  Al 

-  *  0-96  0.92  1.00  1,10  IA9  1*23  i'm 

Diabetes                   260  M  P.88  0-84  1,00  lill  2:56  jj?  5'" 

bl!l!i       l^i  »  ?:"  -  -  -  ?:2  >3:«  ES 

 584-586  F  1.58  0.92  1.00  1.66  1.61  2. 19  2  29 

C«ebral  vascular     330-334  M  1.21  1.09  1.00  1.15  117  154  " 

'  1.33  0.98  1.00  1.09  .'  16  iflb  III 


♦International  Classification  of  Diseases,  7th  Reviaion 


3  i£    f     J  e*Perienced  *«  "ct>  w«i8ht  index  category  from  all  causes  of  death  and  frb- 
each  of  five  broad  cause.of  deatb.classisls  ihown  above  for  all- ages  combined  by  sex..  These 
causes  were^shown  because  they  are  the  major  c.uses.of  de-th.Qr.biJebeen  shown  in  other-^tudi, 
c.'tegory8«e  aU  7»x  IFl*',*        de"nl£'™  <h^ao-^^^ 

"«8ory  are  all  100*.    It  should _he_DQted_that_th«  mortality  ratios  shown  for  other  weiaht 
index  categories  have  all  been  adjusted  for  tine  period  and  amoking  class,  8 

Index^LlSllclrlJ^^h  Df^ality  weight_index_was_90^O9i-fbr-£«a.le.  those  with  weight 
J"     „     9  "corded  derates  4*  lower  than  those  in  the  90-109_welght_index_categoryf  in 
i»  eh"  S?ino  ttf"allty  vas  hi*h«  aDOn8  those  in  the  below  80  weight  index  category  tha- 

115Z  for  ih^  110  llfl  lncrea"  ln  v.ight.  the_a6rtillty_  ritib  ambng  Sales  rose  to 

!J?mS     ?  v I  /I     "«*«ht-ind«  category,    127*  for  the  120-129  weight  index,  U6S  for  the 
k=i  2s£i-*- r4"f??  ■f!518?*=f0*-ai  140  index.-  The  corresponding  mortality  ratic 

among  women  were  117,  129,  146  and  189Z  respectively.    Data  for  age  group  ire  pre sen ted  on 
the  next  page. 
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MORTALITY  RATIOS  FROM  ALL  CAUSES  OF  DEATH  BY  ACE  AND  SEX  S  RELATION  TO  DEATH  RATES  OF 
THOSE  90-109*  OF  AVERAGE  WEIGHT 


Age  Group  Sex 


W<!l090-109eX     110-119         120-129       130-139  140+ 


30-39 

M 

1.32 

F 

1.24 

40-49 

M 

1,09 

F 

1.20 

50-59 

M 

1.24 

F 

1.19 

60-69 

M 

1.24 

F 

1.19 

70-79 

M 

1,32 

F 

1.20 

80-89 

M 

1.40 

F 

1.21 

1.36 

1.00 

1,37 

0.95 

1,00 

1,35 

1,01 

1 ,00 

1,24 

0.94 

1.00 

1,09 

1.02 

1.00 

1,18 

0.92 

1.00 

1.29 

1.Q6 

1.00 

1.12 

0.96 

1.00 

i;27 

1.12 

1.00 

1.06 

0.97 

1.00 

1.08 

1.05 

1 .00 

i:u 

1.07 

1. 00 

0.95 

1,77 

1.20 

i:71* 

1.49 

1.27 

1.61 

1,63 

1,81 

2.19 

1.38 

1.51 

2.02 

1.34 

1.51 

2.02 

1,46 

1.62 

2.31 

1,23 

1.38 

i:i3 

1.37 

1.59 

1.8a 

1,08 

1.30 

1.41 

1.15 

1:34- 

1.63 

1.04 

0.83 

1.53 

0.99 

1.04 

1.10 

•Mortality  ratio  based  on  only  5-9  observed  deaths. 

F6r  ill  causes  of  death  combined,  the  excess  mortality  among  overweights  was  higbcst.in  the 
follies and ™ifti«  f"r  both  sexes  and  tended  to  diminish  with  advance  in.age.  .The 
mo    .Uty  of  underweights  (Below  BQ.V.ight  index  category;  was  generally 

men  than  among  womenj  the  excess  mortality  among  female  underweights  was  uniformly  about  20... 
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Ms.  Oakar.  Thank  you  very  much,  Doctor. 
_  Dr.  Silverman.  Thank  you,  Sr.  SeBok.  My  next  colleague  is 
Frank  Furiderburk  from  the  Johns  Hopkins  University,  who  will 
present  the  highlights  of  his  study. 

Ms^Oakar.  Well,  this  is  an  interesting  study  because  you  prob- 
ably have  heard  your,  colleagues  talk  about  it. 

Dr.  Funderburk.  Yes. 

Ms.  Oakar.  Too  bad  you  couldn't  have  gone  first. 

STATEMENT  OF  DR.  FRANK  FUNDERBURK 

Dr.  Funderburk.  In  the  minute  that  I've  been  allotted  I  don't 
think  that  I  can  adequately  respond  to  the  questions  that  have 
been  raised. 

Ms.  Oak  ah.  Please  feel  free  to  respond. 

Dr.  Silverman.  Thank  you. 

Dr.  Funderburk.  I  would  be  happy  to  submit  to  the  committee 
additional  information  on  this  study  and  ask  that  that  be  entered 
into  the  record  along  with  the  written  testimony  that  I've  submit- 
ted ioday. 

Ms.  Oakar.  In  fairness  to  you,  if  you  do  want  to  respond  to  the 
specific points  that  th^  made,  please  feel  free  to  do  so.  It's  fine. 
Dr.  f  UNDERBURK^Thank  you. 

My  name  is  Frank  Funderburk  and  my  scientific  training  is  in 
experimental  design  and  statistics.  I'm  part  of  a  research  team  at 
the  Johns  Hopkins  Medical  School,  which  is  under  the  direction  of 
Dr.  Ira  Liebson. 

Our  group  has  conducted  ^.series  of  studies  on  the  effect  of  phen- 
ylpropanolamine in  doses  of  75  milligrams.  This  is  the  dosage  that 
is  currently,  ma rk^  aids^  

Phenylpropanolamine  is  also  used  widely  in  cough/cold  prepara- 
tions which  are  widely  used. 

Our  studies  at  Hopkins  were  carefully  controlled  investigations 
in  which  more  than  200  subjects  were  intensively  studied  over  ^12- 
hour  period.  In  our  studies  we  found  no  overall  clinically  signifi- 
cant change  in  blood  pressure,  or  pulse  as  a  result  of  phenylpropa- 
nolamine. 

The  subjects  in  the  studies  did  not^ experience  emotional  highs  or 
lows,  as  measured  by  standardized  mood  assessment  and  inventory 
techniques,  and  these  emotional  highs  and  lows  are  the  effects  that 
you  would  normally L^pS±_to  J5n^in_drUg^jrf  Hbum.  

In  response  to  the  presentations  that  have  been  made  earlier  by 
Dr.  Young  and  Dr.  Mueller,  we  have  done  some  analysis  of  the 
data  on  individual  cases.  And  additional  study  is  still  going  on  with 
that.  But  we  found  increases _in  blood  jpr^u re  in  both  placebo 
groups  and  subjects  treated  with  phenylpropanolamine  of  large 
magnitude.  We  currently  attribute  those  to  a  circadian  variation 
and  not  to  the  effect  of  phenylpropanolamine.  And  as  I  say,  I  will 
be  submitting  additional  information  to  the  committee  detailing 
those  results. 

[The  following  statement  was  subsequently  received  from  Dr. 
Funderburk:] 
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Sui»fi:kmkntai.  Testimony  Submitted  by  Frank  R.  Fundekburk 


In  her  recent  Congressional  Testimony,  Bambi  Batts  Young  of  the  Center  of  Scir 
ence  and  Public  Interest  criticized  the  analyses  arid  interpretation  of  studies  of 
phenylpropanolamine  (PPA)  conducted  at  Behavioral  Pharmacology  Unit  of  The 
Johns  Hopkins  U niversity  School  of  Medicine.  Since  her  statements  are  a  matter  of 
public  record,  we  feel  that  it  is  important  to  point  out  the  deficiencies  in  her  analy- 
sis. Therefore,  in  this  supplemental  testimony,  we  will  provide  further  details  on  the 
data  from  our  studies,  focusing  on  the  points  raised  by  Young's  testimony. 


The  studies  under  discussion  compared  the  effects  of  75rrig  doses  of  PPA  (in  two 
dose  forms)  with  those  of  matching  placebo  in  carefully  controlled  clinical  investiga- 
tions ifordetails,  see  (D).  In  one  study  ("parallel  groups  design"),  150  participants 
received  either  a  75mg  sustained  release  PPA  product,  a  25mg  immediate  release 
PPA  product  at  four  hour  intervals,  (for  a  daily  total  of_75mg)  or  a_Rla_:e_bo  (inactive 
product  of  "dummy  pill").  Participants  were  studied  for  a  12  hour  period  following 
initial  drug  administration.  The  protocol  called  for  measures  of  blood  pressure  (ir 
three  body  positions),  pulse,  arid  subjective  state  throughout  the  session: 

In  the  second  study  ("cross-over  ^sigri"),  59  participants  were  tested,  Using  a  sim^ 
ilar  testing  protocol,  under  both  placebo  arid  active  drug^cbriditidris  (75riig  sustained 
release  PPA  j.  Data  from  both  studies  we  re  analyzed  using  a  statistical  proced  ure 
(analysis  of  variance)  which  measured  the  effects  of  drug  treatment  (i.e.,  active  drug 
versus  placeb.a^tiin  e_  of  m.easu remen t  _  _le  _  _ti_me  p^st-me^icatipn X.  and  the  .interac- 
tion of  these  factors  (i.e.,  did  the  drug  treatments  show  statistically  different  effects 
over  the  coarse  of  the  session),  further  details  on  the  statistical  analysis  is  present- 
ed in  our  written  testimony  of  July  21,  1983. 


In  the.  first  s tu_dy_  ( of  1  ©leases )_  we  fbu nd  no  sta tis tical ly  sign ifican t  blood  pressu re 
differences  between  the  groups  receiving  PPA  and  the  one  which  received  placebo. 
Normal  fluctuations  of  blood  pressure  over  the  course_of  lhe_day_were_found  jn  both 
the  active  medications  and  placebo  groups:  No  evidence  of  adverse  subjective  effects 
attributable  to  active  drug  treatment  was  noted:  -- 

In  the  second  (cross-over)  study,  a  statistically  reliable  difference  between  placebo 
and  active  PPA  treatment  was  reported  on  several  of  the  blood  pressure  variables 
indicating  that  the  average  blood  pressure  difference  between  the  PPA  arid  placebo 
was  generally  greater  than  zero.  The  actual  differences  _rajiged  from  .83rrirn  Hg 
(standing  systolic)  to  3.37mm  Hg  (supine  diastolic)  with  an  average  difference  of  less 
than  2mm  Hg.  Such  small  differences,  although  statistically  reliable,  were  not  re- 
garded as  clinically  sigr,ificant._No_evidence  of  adverse  subjective  effects  attributa- 
ble to  active  drug  treatment  was  noted. 


In  her  testimony,  Bambi  Batts  Young  argued  that  data  from  these  studies  were 
misinterpreted  by  the  investigators.  _She  claimed  that  here  analysis  indicated  that 
the  results  of  the  Hopkins  Study  were  consistent  with  those  of  Horowitz  (1980)  and 
indicated  "alarming  blood  pressure  increases",  associated  with  PPA.  Her  argument 
centered  on  three  major  issues.  She  maintained  that;  . 

(1)  Differences  in  time  course  of  drug  effects  were  ignored  in  the.analysis  (e^, 
"unaccountably,  after  taking  that  whole  sequence  of  measurements*  _the_  team 
lumped  all  readings  from  the  PPA  day  into  one  average,  and  all  the  readings  from 
the  dummy-pill  in  another  average,  and  noted  that  there  was  little  difference  be- 
tween the  two.").  _________  -  . 

(2)  The  group  design  and  associated  analysis  precludes  and/or  obscures  an  analy- 
sis of  individual  responses  to  PPA  (e.g.,  "if  the  average  goes  tip .  .  .  you  can  bet  that 
the  values  for  some  individuals  go  a  whole  lot  higher  ').    

(3)  Individual  case  reports  4>rDvjde_wm_2_evidence  of ^advei^  PPA  efTects  on  blood 
pressure  (e.g.,  "And  if  you  look  at  the  individual  figures,  that  is  exactly  what  you 
find.").   -  -  

An  objective  evaluation  of  the  analysis  presented  in  support  c___ier_  argument, 
however,  indicates  a  misunderstanding  of  the  basic  scientific  and  statistical  princi. 
pies  which  were  involved  in  our  clinical  evaluation  of  PPA  effects:  In  the  following 
section,  we  will  briefly  consider  the  basic  scientific  logic  underlying  clinical  investi- 
gation of  drug  effects.  Next  we  will  discuss  the  results  of  the  Hopkins  Study  consid- 
ering each  of  Young's  major  points  in  some  detail.  Finally,  we  will  summarize  our 
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conclusions  in  light  of  our  original  investigations,  Young's  arguments,  our  review  of 
the  evidence,  arid  other  relevant  clinical  data. 


A  BRIEF  OVERVIEW  OF  CLINICAL  RESEARCH 

The  purpose  of  conducting  clinical  drug  evaluations  is  to  better  urderstand  the 
nature  of  the  effects  of  a  drug.  Although  no  single  study— no  matter  how  well  con- 
trolled—can provide  conclusive  evidence  of  the  presence  or  absence  of  a  particular 
drug  effect,  clinical  evaluations  are  designed  to  provide  the  best  possible  evidence 
possible  in  a  particular  research  context.  Well-controlled  clinical  trials  follow  a  well- 
defined  set  of  rules  for  describing  and  explaining  the  events  which  they  are  de- 
signed, to  study.  These  rules  include  empirical  verification  ("what  did  you  see"), 
operational  definition  ("what  Were-  the  criteria"),  controlled  observation  ("when/how 
did  you  see  this''),  statistical  verification  ("how  likely  is  this  result")  and  empirical 
confirmation  ("who  else  has  found  similar  results").  The  scientific. value  of  any  clinl- 
cal  evaluation  depends  on  the  extent  to  which  the  analysis  follows  these  basic  scien- 
tific rules.  The  wen-controljed  cLinicaLtriaj  wiiispecify; 

(U  the  types  of  measures  to  be  taken  (empirical  verification);  - 

(2)  The  criteria  for  measuring  responses  of  interest  (operational  definition). 

CM  The  circumstances  under  which  measures  will  be  taken,  control  for  extraneous 
variables  by  various  techniques,  including  random  assignment  to  treatment  (con- 
trolled observation). 

^  '  The  type  of  statistical  analysis  to  be  used  (statistical  verification). 
__.!$>  The  relationship  of  results/analysis  to  existing  research  (empirical  confirma- 
tion). 

Such  rules  allow  researchers  to  make  valid  observations  which  eliminate  or  con- 
trol (to  the  -extent  possible)  extraneous  variables  which  could  influence  theoutcome 
of  an  experiment.  In  addition,  adherence  to  these  rules  insures  that  jhe  results  of  a 
particular  study  can  be  interpreted  statistically  (e.g.,  in  terms  of  probability  state- 
ments regarding  a  particular  outcome).  In  this  regard,  it  is  important  to  note  that  in 
order  to  determine  if  a  relationship  exists,  the  information  in  both  experimental 
and  control  conditions  must  be  taken  into  account.  (It  is  a  very  common  mistake  to 
draw^  con  elusions  based  on  -relationships  which  appear  in  one  condition  without  con- 
sidering the  other).  Even  then,  however,  the  interpretation  of  the  result  of  a  particu- 
lar study  must  be  made  with  consideration  to  other  relevant  research  findings.  Let 
us  now  turn  our  attention  to  the  "Hopkins  Study". 

A  RESPONSE  TO  YOUNG'S  CRITIQUE  OF  THE  "HOPKINS  STUDY" 

The  "Hopkins  Study"  was  designed  and  conducted  acco rding  to  sound  scientific 
methods.  Data  were  analyzed  using  wejl  .<gsiaiiiisii(ed_scienUflc.and.  statistical  proce- 
dures' The  conjjusions  drawn  _fri)m  the  studies  were  quite  consistent  with  a  large 
body  j>f_ independent  clinical  research  on  PPA;   

The  overall  conclusion  from  this  investigative  effort  Was  that  PPA  in  acute  daily 
doses  of  75mg  did  not  have  clinically  significant  adverse  effects  bri  blood  pressure, 
pulse  or  mood.  .  .. 

Young  maintained  that  bur  analyses  overlooked  a  number  of  importantfactorSj 
includi rig  time  course  of  drug  effects,  1  i mitations  of  group  designs,  and  conside ration 
°t  individual  differences.  As  a  result.. she  argues,  the  conclusions  drawn  from  this 
research  areJnapprjDprja^  of  her  major  points: 

l._Were  time. course  effects  considered?  Yes. 
.  Young  implied  that  the  effects  of  the  various  drug  treatments  WeMime  were  ob- 
scured by  presenting  only  "average"  scores  on  the  variables  studied.  This  is  simply 
not  the  case;  The  analysis  of  Variance  riibdel  used  to  analyze  the  data  asked  the  fol: 
lowing  questions  of  the  data: 

(1)  Were  there  any  overall  differences  between  drug  treatments?  (Main  effect  for 
drug  treatment). 

(2)  Were  there  any  trends/changes  over  the  course  of  the  session?  (Main  effect  for 
measurement  occasion).  

(3J  Did  the  various  drug  treatments  have  different  effects  at  different  times 
during  the  session  (drug  x  measurement  occasion  interaction)? 

As  in  most  types  of  statistical  analysis,  these  questions  are  answered  in  terms  of 
the  probability  of  finding  differences^  between  the  various  measures  which  are  great- 
er than  those  which  would  be  expected  by  chance. l  Thus,  even  though  one.  group 
may  have  a  different  average  than  anotherj  either  overai_l_o_r_at  one.  point  in  time, 
the  relevant  question  is  whether  this  ^difference  _is  greater  than  one  would  expect 
based  on  a  random  sampling  from  the  population  studied; 
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In  oar  first.study  (n-100;  parallel  groups .  design),  out ^m^mJbdMkMfim 
any  statistically  reliable  differences  in  blood  pressure  between  the)t^r'°"s.  f"f 
treatments  either  overall  or  at  the  mriominsmiW^m^.o^^i^^^^: 
pected)  general  fluctuations  in  blood  pressure  were  observed  over  he  course o .the 
session  for  participants  in  all  treatment  groups.  In  our  second  study  (n- 59,  cross 
over  ^siKn^we  found  a  small,  but  statistically  reliable,  difference  between  drug 
treatments  avTraging  approximately  2  mm  Hg)  on  most  measures  of  blood  pressure, 
rgeneraTapa  t  t  mndom  variation,  these  differences  were  constant  over  the 
course  of  the  session.  Subjects  in  both  active  drug  and  placebo  conditions  showed 
normal  fluctuations  over  the  course  of  the  session, 

2  Did  the  group  design  obscure  important  findings.'  NO,     >,,  -  .- 

Youne  arcues  that  group  designs  such  as  ours,  obscure  atypical  responses  (  out- 

lieS " "n  Seal  jafgon.'in  a  treatment  group.  While  such  an  <*cu™«  »  l*£ 
ble,  a  well-conducted  analysis  examines  for  such  potential  problems.  Before,  conduct- 
ing our  formal  statistical  analyses,  we  examined  our  data ,in  terms  of  .^h  change 
from  baseline  (precession)  and  absolute  peak  effect.  Some  subjects  did,  indeed,  show 
QuTestrfk  nl  increases  in  blood  pressure  at  some  point  in  the  session.  However,  as 
noted  in  our  oral  testimony  on  21July  83,  such  fluctuations  occurred  jn  both  place- 
Co  and  activeTug  treatment  groups.  Since  these  effects 

rurrences  independent  of  drug  treatment  condition,  it  was  considered  appropriate 
to  include  suchscores  in  bur  overall  analysis  for  all  treatment  groups.  For  example 
in  the  parallel  groups  design,  a  subject  in  the  placebo  condition  showed  a  supine 
Wood  pressure  of  176/116  on  one  measurement  occasion,  while  a  similar  reading 
SmP6)wai  observed  in  one  subject Jn  the  75mg  sustained  release 
n  one  25me  tid  group  (154/11Q).  Peak  blood  pressure  readings  of  greater  than 
Smm  Hg  were  found 1  with  approximately  equal  frequency  in  all  three  drug  treat 
meT  groups  in  the  parallel  greupB  design;  and  this  is  shown  in  Table  1.  Similar 
results  were  found  in  the  cross-over  design,  as  shown  in  Table  ^. 

3  Do  individual  case  reports  provide  evidence  of  adverse  PPA  effects?  No 

As  noted  above,  many  subjects  treated  with  placebo  showed  dramatic  blood  Pres- 
sure increases  during  the  course  of  the  session.  In  her  ^T"^ ^received 
„|  in  ^hich  blood  pressure  ncreased  dramatically  on  the  day  they  jweivea 
act^e  memcaUon  sfrhUar  "dramatic"  increases lare  also .  ^n  under ;PIaata  tee* 
ment  figure  1  and  2  illustrate  the  problems  associated  w'  h  interpret  ng  an  mdmd- 
ual's  fluctuations  in  blood  pressure  over  a  long  experimental  session.  Using  Young  s 
criter  on  one  would  suspect  that  the  "passing  attack  of  sermus  hypertension  in 
these  twolu^bieote  was  theresult  of  placebo  (no  drug).  As  noted  above,  the  frequency 
of  olak  blood  ores^e  readings  over  94mm  Hg  was  evenly  distributed  among  the 
various  Sment  groups.  An  analysis  of  peak  response  ("^eana^s.s  of  variance 
nrocedures)  applied  to  difference  scores  between  baseline  blood  pressure  and  peak 
blood  pressure  afcb i  confirms  this  finding  (see  Table  3).  In  the  parallel  groups  design, 
HoTtat  sUca  ly  significant  differences  between  peak  blood  pressure l  readings >  wer| 
fo°ind  in  anv  of  the  three  body  positions.  In  the  cross-over  design,  only  the  supine 
dlastol  c  difference  measure  was  statistically  reliable  (mean  difference =5Anm  Hg 
a  lll).  mse  find^S  are  entirely  consistent  with  the  results  presented  in  our 
report;  to  FDA  and  in  bur  written  testimony  submitted  on  21  July  M. 


SUMMARY 


The  data  reviewed  in  this  supplemental  testimony  support  our  original  conclu- 
sionsretarding  the Effects  of  PPA  in  daily  doses  of  75mg.  Our  analyses  suggest  that 
th^rdosf  doel  not  produce  clincially  significant  increases  ,n  blood  pressure  even 
when  Pea^lowl  pressure  effects  were  examined.  In  our  para  lei  groups^e^gn. 
^ightlfmore'^rtensive  '  supine  diastolic  blood  pressure  read.ngi  were  observed 
in Bthe  sublets  treated  with  placebo  (10  percent)  as  compared  with  EPA <?h»^g£ 
In  the  cross-over  design,  this  P?^rn  was  rever^o\  with  slightly  ^  ^r£n_ 
iivS"  minim-  diastolic  read  ngs  n  subjects  treated  with  PFA  (11.8  percent)  as.cgrn 
d««h1  3h  oSd (5  wawntf  Neither  of  these  differences  is  statistically  reliable. 
Ifveifsm^  drugand  placebo  were  found  in  peak  meas- 

^^S^^S^S1^  consider  a  number  of  impor: 

study  in  which  placebo  treatment  was  more  frequently  asaoc  ated  with  hyperten 
s  ve  epTsodes",  Nor  d-d  her  analysisgive  adequate  J0™^™^*  KetaSt 
that  many  of  the  "hypertensive  episodes"  in  both  placebo  and  drug  treatment 
^oupsc^ld  oe  attributed  to  normal  circadian  variation  in  blood  pressure. 
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Her  use  of  individual  cases  to  illustrate  "adverse"  effects  of  PPA  is  particularly 
inappropriate  since  both  routine  statistical  analyses  and  analyses  OT  peak  effects  iri- 
dicated__very_  little. systematic  difference  in  blood  pressure  response  between  treat- 
ment groups  in  either  the  parallel  groups  design  or  in  the  cross-over  desigr '  "n  e 
statistically  reliable  rinding  of  small  PPA-asspciated_effects_on  supine  diastolic  b  •  d 
pressure  is  consistent  with  our  previous  report.  In  the  present  study,  the  mean  :<  ,ik 
difterence  between  treatments  was  ">,8mm  Hg,  while  the  average  difference  between 
treatments  (over  the  sessioji)  was  ftCTmm  Hg;  for  supine  diastolic  blood  pressure. 

Our  results  are  consistent  with- an  extensive  body  of  clinical  literature  suggesting 
that  PPA,  in  the  dose  examined  in  bur  study,  does  not  have  adverse  clinical  effects 
on  blood  pressure,  pulse,  or  mood. 

TABLE  1.— PARALLEL  GROUPS  DESIGN-FREQUENCY  OF  PEAK  OF  DIASTOLIC  BLOOD  PRESSURES 

>94 


Condition 


Standing  Sitting  Supine 


yes        No        Yes        No        Yes  No 


PPA  75(SR.)   1        49         3        47         3  47 

PpA  25  trd   50         1        49         4  46 

Placeb0     50        3       47        5  45 

TABLE  2  — CROSS-OVER  DESIGN— FREQUENCY  OF  PEAK  DIASTOLIC  BLOOD  PRESSURE  >94 


Condon  -  -   ^m—  —Sm 


Yes        No  Yes 


PPA  75(S.R.)   2       57        4       55        7  53 

placebo   59  ::   59        3  56 


TABLE  3(A).— PEAK  INCREASE  (FROM  BASELINE)  IN  DIASTOLIC  BLOOD  PRESSURE-PARALLEL 

GROUPS  DESIGN 


Miti"   Standing       Sitting  Supine 


PPA7*  (S.R.>   5.40        9.32  14.08 

PPA  25  l:i:d;::::::::::::;:::::::.::.::;   8.58       7.32  11.12 

p,aceb0   8.12        6.46  n.00 


TABLE  3(B)  — PEAK  INCREASE  (FROM  BASELINE)  IN  DIASTOLIC  BLOOD  PRESSURE-CROSS-OVER 

DESIGN 


Condition   Standing       Sitting       '  Supine 


ppA_75  (S.R.)   H.39        7:2?  15:39 

p,aceb0  ::::::::::::::::::::::;::;::::::;       7:98        8.40  9.59 

'p<01 


REFERENCES 

1.  Funderburk,  F.R.  Testimony  before  the  House  Select  Committee  on  Aging,  Sub- 
committee on  Health  and  Long  Term  Care.  July  21,  1983. 

2  Horowitz,  J.D.  et  al.  Hypertensive  response  induced  by  phenylpropanolamine  in 
anorectic  and  decongestant  preparations.  Lancet  1980,  Jan.  12,  66-61; 


153 


Dr.  Fundkrburk.  Thank  you, 

[the  prepared  statement  of  Dr.  Funderburk  follows:] 

Prepared  Statement  of  Frank  Funderburk,  M:S:,  the  Behavioral  Pharmceuti- 
cai.  Research  Unit  ok  the  Johns  Hopkins  University  School  of  Medicine 

Good  morning.  My  name  is  Frank  Funderburk.  I  have  a  Master's  degree  in  biosta- 
tjstics  and  am  a  collaborating  investigator  associated  with  the  Behavioral  Pharma- 
cology Research  Unit  of  the  Johns  Hopkins  University  School  of  Medicine  in  Balti- 
more, Maryland.  I  was  part  of  the  team,  led  by  Dr.  Ira  Liebson,  which  conducted  a 
number  of  studies  of  PPA.  I  would  like  to  summarize  the  results  of  our  research  to 
you. 

The  focus  of  the  research  we  have  been  doing  on  phenylpropanolamine  has  been 
studying  its  effects  on  mood  alterations  first.  I  am  well  aware  that  many  of  the  crit- 
ics of  phenylpropanolamine  state  that  the  drug  acts  like  amphetamine— or  "speed"; 
that  it  produces  a  euphoric "high"  in  users. 

In  our  studies  we  measu red  mood  aHe ration s  using  both  subjective  methods, 
where  the  subject  is  asked  by  the  researcher  how  he  feels;  and,  using  objective 
methods,  notably  two  scientifically  accepted  test  scales  that  were  designed  specifical- 
ly to  measure  alterations  in  mood  states:  the  Addiction  Research  Center  Inventory, 
and  the  Profile  of  Mood  States. 

In  neither  of  these  analyses  did  PPA  show  amphetamjne-iike  effects.  PPA  wasnot 
related  to  either  euphoria  or  sedation.  In  fact,  in  one  of  the  only  statistically  find- 
ings in  three  studies  of  PPA,  there  was  some  evidence  to  suggest  that  if  PPA  pro- 
duced any  alterations  in  mood  at  all,  it  was  to  reduce  the  fatigue  and  boredom  asso- 
ciated with  a  12-hour  experimental  session  in  a  relatively  unstimulating  laboratory 
environment.   

__This _js_n.pt  to  say  that  no  mood  changes  were  observed  over  the  counie  of  a  12- 
hour  experimental  period:  For  example,  jnost  subjects  had  more  energy  in  the  inbrri- 
ing  than  they  did  at  the  end  of  the  day.  They  were  all  pretty  bored  by  the  end  of  the 
day— as  one  might  expect  B^  exception  j  me ntioned,.  these  changes 

in  how  the i  subjects  fel_t_ were .identical  in  both  tests  and  control  groups. 
__Now4  as  for  the  effect  cf  phenylpropanolamine  on  ilood  pressure:  In  one  study  we 
carried  out  on  150  subjects,  wefourid-ftb  change  jn  blood  pressure  that  could  be  at- 
tributed  to  taking  a  75  mg  dose  of  PPA.  Yes,  there  were  changes  over  the  12-hour 
course  of  the  study;  and  yes,  there  were  aiiteLre  these  changes  occurred 

between  the  test  and  control  groups.  But  none  of  thesnt  differences  reached  statisti- 
cal significance;  all  of  them  were  within  the  range  of  what  a  medical  observer  would 
expect  to  see  over  the  course  of  a  day  in  a  normal,  healthy  individual. 

In  another  study  of  59  individuals,  we  did  observe  some  small  differences  in  blood 
pressure  between  the  subjects  taking  a  75  mg  dose  of  PPA  as  compared  to  those 
taking  a  placebo.  As a  research .scientist,  I  view  these  differences  as  statistically  sig- 
nifiLcir*.  and  have  reported  them  as  such.  But  as  a  physician,  Dr.  Liebson  did  hot 
regard  there  differences  as  clinically  si^ificant.  ^e- average  overall  jdiffererice  in 
blood  pressure  between  the  two  groups  was  less  than  2  mm  of  mercury— that  means 
blood  pressure  of,  say  120  over  80  as  compared  to  122  over  82.  

Qur_  test  methods  in voLved  giving  75  mg  of  phenylpropanamine  to  subjects  either 
as  one  time-released  dosages,  or  as  three  separate  dosages  of  25  mg  each  at  four- 
honr  intervals:  In  one  test  using 150  subjecte,  reactions ^were  compared  to  a  control 
group  receiving  a  placebo  bri  the  same  dosage  schedule.  In  another  test  of  59  sub- 
jects, t he  pa rticipa nts  served  as  thei r  own  controls;  they  took  PPA  on _  the  test  day, 
and.  a  week  .Later,  took  a  placebo,  on  the  same  dosing  schedule.  Both  tests  were  car- 
ried out  over  a  12-hour  period.  Blood  pressure,  pulse  and  ffl'xxi-alteratibn  meas- 
urements were  taken  nine  times:  befdre_ any  drugs  were  given,  one  halPhbur  after 
drugs  were  given,  and  then  at  hourly  intervals. 

Does  PPA  produce  a  "high"?  No.  Does  taking  it  result  in  an  amphetamine-like 
euphoria?  Njx  Is_ it_  "speed"?.  No,  In  our  .scientifically  controlled  studies  of  75  mg 
PPA  we  found  none  of  the  euphoric,  sedative,  or  amphetamine-like  effect  normally 
associated  with  drugs  of  abuse:  Further,  w^:  found  hb  clinically  significant  changes 
in 4>lbod  pressure,  pulse  or  mood. 

I  am  submitting  my  comments,  and  copies  of  the  studies  I  referred  to,  to  be  en- 
tered into  the  record. 

thank  you. 
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ABSTRACT 


One  hundred  fifty  (150)  healthy  normotenslve  volunteers  (mean  age  »  25.9) 
participated  in  a  double-blind,  placebo  controlled  comparison  of  the  effects 
of  phenylpropanolamine  HCL  on  blood  pressure,  pulse,  and  mood.  Two  dosage 
forms  of  phenylpropanolamine  were  studied  (75  mg  sustained  release  and  25  tng 
t.i.d.J  in  comparison  with  placebo.  Subjects  were  randomly  assigned  to  one  cf 
the  three  drug  treatment  conditions.  Subjects  in  one  group  (Group  A)  received 
the  75  mg  sustained  release  dose  on  their  first  medication  occasion  and 
placebo  capsules  on  the  other  two  dosing  occasions.  Subjects  1n  another  group 
received  25  mg  capsules  at  each  medication  occasion  (Group  8) .  Subjects  in 
the  other  group  (Group  C)  received  placebo  at  each  medication  occasion 
Subjects  were  studied  for  a  12  hcur  testing  session. 

Measurements  of  blood  pressure  (sitting,  standing,  and  supine),  pulse, 
and  subjective  drug  effect  ("mood")  were  obtained  9  times  during  the  session 
at  baseline  (prior  to  drug  administration)  and  at  1/2  hr,  1  hr,  2  hr,  4  hr,  6 
hr,  8  hr,  10  hr,  and  12  hr  post  initial  dosing. 

Mixed  design  analysis  of  variance  revealed  no  main  effects  for  drug 
treatment  on  any  o*  the  measures.  As  expected,  all  measures  showed  main 
effects  for  tlrr?  of  day  (circadian  effects) ~9  indicating  that  subjects'  physio- 
logljal  and  subjective  state  changed  over  the  course  of  the  session.  These 
changes  were  not,  however,  related  to  the  drug  treatment  condition. 


27-436  0-84-11 
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RATIONALE 


PPA  has  be«n  used  as  an  anorexiant  for  over  40  years  and  has  long  been  an 
Ingredient  <n  aany  over-the-counter  cough-cold  products  (see,  e.g.,  Silverman, 
1980).  Recently,  however,  some  reports  have  appeared  suggesting  that  PPA-- 
gcneraMy  1n  doses  higher  than  those  approved  for  over-the-counter  use  1n  the 
United  States— may  be  associated  with  adverse  hypertensive  effects  or  other 
emphetaalne-llke  side  effects  (e.g..   Horowitz,   1980;  01etz.  1981). 

Silverman  et  al .  (19&0)  Sported  no  adverse  hypertensive  effects  of  a  25  mg 
dose  of  PPA  e1tl;er  alcne  or  in  combination  with  ICO  mg  of  caffelre:  Heebol 
(paper  In  preparation.  1982)  noted  no  adverse  hypertensive  effects  of  150  ng 
PPA  (75  mg  b.i.d.)  In  a  group  of  six  nonno tensive  individuals: 

The  present  study  was  undertaken  to  extend  the  examination  of  PPA  effects 
on  blood  pressure,  pulse,  and  subjective  state  in  a  largs,  carefully 
controlled  clinical  Investigation. 

INVESTIGATIVE  METHODS 

Subjects  were  150  healthy  normal  volunteers  iiean  age  ■  25.9)  (both  wale 
and  female)-  The  study  population  consisted  of  83  Caucasians.  63  blacks,  3 
orientals,  and  1  American  Indian.  Approximately  58T  of  the  subjects  were  men. 
Ail  had  given  informed  consent  and  nad  Deen  screened  to  meet  the  <ol lowing 
criteria: 
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a.  betwen  18  and  55  years  of  age 

b.  no  current  use  of  medications  which  would  compromise  the 
validity  of  the  evaluation  of  the  test  products 

c.  no  physical  contraindications   to  consumption  of  PPA  at 
the  dose  levels  used  in  this  study 

d.  no  history  of  severe  emotional  disturbance,  chronic  alcoholism, 
or  drug  abuse 

e.  evidence  that  the  subject  would  participate  in  the.  research  ane 
be  cooperative 

f.  good  general  health  based  on  a  nedlcal  history  interview 
conducted  within  one  month  of  the  study  start  ana  a  recent 
physical  examination 


g.    female  subjects  certified  that  they  were  not  pregnant  or  nursing 
a  baby  for  the  duration  of  the  study. 
Design  and  Procedure 

Subjects  were  randomly  assigned  to  one  of  three  treatment  groups  upon 
entry  into  the  study,    the  basic  investigative  procedures  followed  for  each 
subject  are  detailed  below. 
1 .  general  Procedures 

a.  Subject  control.  Subjects  were  instructed  to  be  free  of  all 
iedications  for  the  week  prior  to  the  first  administration  of  a  test  product. 
Subjects  who  had  Ingested  substances  which  could  have  ccmproffli sea  the  validity 
of  the  study  were  excluded.  Study  medications  were  administered  under 
clinical  supervision.  Subjects  remained  at  the  test  facility  for  the  entire 
testing  period  (approximately  13  hours)  on  the  test  day. 
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b.  Meals  and  food  restrictions.  On  test  days  subjects  were 
provided  with  a  choice  of  standard  noontime  meals.  Foods  containing  xanthines 
(e.g.,  coffee,  tea,  cola)  were  not  permitted  on  study  days. 

c.  Prog  administration.  In  this  Investigation  two  currently 
marketed  doses  of  test  products  containing  PPA  (PPA,  25  mg,  t.1.d.  and  75  ir.g 
sustained  release  PPA)  were  being  compared  with  placebo-  On  each  test  day 
subjects  received  three  administrations  of  a  test  product.  Study  medications 
were  Identical  In  appearance  and  were  labeled  In  code  so  that  neither  the 
Investigator  nor  the  subject  could  know  which  medication  was  being 
administered.  Doses  were  given  at  4  hour  intervals  (e.g.,  approximately  8:00 
am,  12  noon,  arid  4:00  pm) . 

Subjects  were  randomly  assigned  to  one  of  three  treatment  condi- 
tions. One  group  of  subjects  (Condition  A)  received  the  75  mg  sustained 
release  product  at  their  first  dosing  and  matching  placebo  capsules  bh 
subsequent  dosings.  Another  group  of  subjects  (Conditio*  B5  received  25  mg 
PPA  at  each  of  the  three  doslrgs.  Finally,  one  group  (Condition  0  received 
placebo  at  all  three  dosTr.gs.    this  dosing  schedule  is  illustrated  in  Table  1. 

Table  1 

Dosing  Schedule  on  a  Test  bay 

Dose  1                   Dose  2  Dose  3 

laoprox.  8:00  an)     (approx.  12  noon)  (approx.  4:00  pm) 

75  mg  sustained             placebo  placebo 

25  mg  PPA                     25  mg  PPA  25  mg  PPA 

placebo                      placebo  placebo 


Condition  A 


Condition  6 
Condition  C 
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d.  Clinical  neasurements.  Measures  of  Blood  pressure  and  pulse 
were  obtained  9  times  during  each  experimental  session:  Once  prior  to  initial 
drug  administration  (0  hr)  and  at  1/2  hr,  1  hr,  2  hr,  4  hr,  6  Kr,  8  hr,  10  hr, 
and  12  hr  following  Initial  drug  administration.  Blood  pressure  (sitting, 
standing,  supine)  was  measured  using  procedures  recommended  by  the  American 
Heart  Association  (Klrkendall  et  al.,  1980).  Clinical  measures  of  subjective 
state  were  obtained  using  visual  aria  Vogue  mood-scales  on  which  subjects 
Indicated  the  extent  to  which  they  felt  a  drug  effect  and  their  subjective 
Impression  of  that  drug  effect.  These  measures  were  supplemented  by 
subjective  reports  of  subjects  and  the  observations  of  research  staff. 
2.  Design 

This  study  may  be  viewed  as  a  3  (drug  treaSnent  conditions)  x  9 
(measurement  occasions)  mixed  design.  Mixed  design  analysis  of  variance 
procedures  were  used  to  evaluate  data  from  this  component  of  the  study. 
Separate  analyses  were  conducted  for  each  of  the  dependent  variables.  Factors 
1n  the  analysis  were  drug  treatment  assignment  (Condition  A  vs  B  vs  C)  and 
measurement  occasion  (0  hr,  1/2  hr,  etc.).  Treatment  assignment  was  a 
between- groups  factor  while  measurement  occasion  was  a  within- subjects  factor. 
For  all  tests  involving  repeated  measures  factor*,  a  conservative  £  test  was 
used  1n  evaluating  statistical  significance  (see,  e.g.,  Gelsser  *  Greenhouse, 
1958). 

RESULTS 

Specific  results  of  the  analysis  of  variance  for  each  ef  the  variables 
stJdiea  are  summarized  below. 
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Pulse  tended  to  increase  slightly  over  the  course  of  the  session  (F  ■ 
16.67,  £  <  .01)  for  subjects  in  all  treatment  conditions.  Ho  main  effect  for 
drug  treatment  was  Identified. 

Standing  systolic  blood  pressure  was  generally  hlgfcer  later  1h  the 
session  (F  -  4.34,  £  <  .05)  for  subjects  1n  all  treatment  groups.  This  trend 
was  nore  marked  for  subjects  1n  the  placebo  group  (£  ■  3,39,  £  <  •05).  No 
main  effect  for  drug  treatment  condition  was  identified.  Standing  diastolic 
blood  pressure  was  generally  lowest  at  8-10  hours  post  Initial  medication  for 
subjects  1n  all  treatment  groups  (F  -  13.80,  £  <  -01 J  -  No  main  effects  for 
drug  treatment  was  identified. 

Sitting  systolic  blood  pressure  was  generally  lowest  at  i-4  hours  post 
medication  (F  ■  4.01,  £  <  .05).  Subjects  In  the  75  mg  sustained  release 
treatment  2roup  tended  to  show  decreased  sitting  systolic  blood  pressure  later 
1n  the  session  as  compared  with  subjects  in  the  25  mg  t.i.d.  or  ptacebo  groups 
(F  -  3.65,  £  <  .05).  Sitting  diastolic  blood  prevvre  was  ■jBtiLrally  lower  at 
4-8  hours  post  dosing  for  subjects  in  all  treating!  twpi  l£  -  11.22,  £  < 
.01).  No  main  effect  for  drug  treatment  was  tdentMted.  These  results  are 
shown  in  Figure  1  (attached). 

Supine  systolic  blood  pressure  was  generaV*i'  higher  later  in  the  session 
(F  -  11.09,  £  <  .01).  This  Increase  tended  to  be  largest  In  the  placebo 
treatment  group  (F  «  4.44,  £  <  ,05).  No  main  effect  for  drug  conditio*  was 
Identified.  Supine  diastolic  blood  pressure  tended  to  be  lowest  at  6-10  hours 
post  initial  dosing  (F  «  17.70,  £  <  .01).  No  main  effect  for  drug  condition 
was  identified. 


167 


163 


Subjective  measures  of  drug  effect  and  wood  revealed  no  Significant 
o. Terences  between  the  three  drug  conditions.  There  were,  however, 
significant  changes  In  mood  over  the  course  of  the  session.  These  Included 
■iaSures  of  "drug  effect"  (F  »  8.53,  £  <  .01),  ratings  of  feeling  "good"  (F  » 
6.35,  £  <  .01),  ratings  of  feeling  "bad"  (F  •  5.30,^  <  .01),  and  ratings  of 
drug  Hieing  (F  5.30,  £  <  .Ul)  over  the  course  of  the  session.  In  general, 
subjects  In  all  treatment  groups  (Including  placebo)  reported  feeling  better 
(Sore  pleasorable)  ear1?  1n  U*  session  and  more  dysphoric  later  In  the 
session.  These  variations  In  subjective  state,  although  statistically 
reliable,  were  very  small  and  were  not  considered  clinically  relevant.  Figure 
2  illustrates  these  effects. 

Summary  tables  of  means,  standard  deviations  and  analysis  of  variance 
results  for  each  variable  studied  are  presented  in  the  Appendix  to  this  report. 


DISCUSSION 

The  present  study" evaluated  the  acute  effects  of  two  dosage  forms  of 
phenyl propylamine  (75  mg  stained  release,  25  mg  t.i.d.)  in  comparison  with 
placebo.  Measures  of  drug  effect  on  pulse,  blood  pressure  (sitting, 
standing,  and  supine)  and  subjective  state  ("mood")  were  obtained  over  a 
12-hbur  testing  period. 

No  significant  main  effects  for  drug  treatment  were  observed  on  any  Of 
the  measures.  Differences  in  blcod  pressure  between  drug  treatment  groups  Was 
very  small.  No  consistent  pattern  of  differences  between  arug  treatments  was 
observed.      On    scire  measurement  occasions,    subjects   receiving  active  drug 
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treatments  showed  higher  mean  blood  pressures  than  did  subjects  receiving 

placebo   treat/rent.      On   other  occasions,    this  effect  was   reversed.  No 

» 

statistically  significant  differences  between  drug  treatments  were  found  on 
any  of  the  measurement  occasions. 

As  expected,  statistically  significant  differences  In  blood  pressure  were 
found  over  the  course  of  the  daily  session.  Clrcadian  variation  of  blood 
pressure  Is  well  documented  (see,  e.g.,  Mlllar-Cralg,  Bishop,  h  Raftey,  1976). 
Our  results  are  consistent  with  this  literature. 

The  present  results  also  suggest  that  PPA,  in  the  dosage  forms  studiec. 
had  no  systematic  effect  on  subjective  ratings  of  drug  effect  or  drug  likirg. 
No  statistic*  1  1*  e liable  differences  between  drug  treatments  were  observed  on 
measures  3'  d  l;  effect  or  drug  liking.  The  effects  of  the  two  PPA  treatments 
were  no;  ~ateo  *s  any  better  or  any  worse  than  that  of  the  placebo.  This 
finding  Is  cc;tsistent  with  that  of  Seppala,  Nuotto,  and  korttila  (1981)  in 
that  ho  significant  euphoric  effects  were  noted  for  subjects  treated  with  PPA. 
fts  was  the  case  wltn  blood  pressure,  subjective  state  ("mood")  showed 
clrcadian  changes  over  the  course  of  the  session.  In  general,  subjects  in  all 
treatment  groups  reported  feei:::i  "b-  r  >rw  esrly  In  the  session  as  compared 
with  later  In  the  session. 

Overall,  the  present  findings  sugars*  that  phenylpropanolamine  (in  the 
dosage  forms  studied)  1s  not  associated  with  adverse  effects  on  blood 
pressure,  pulse,  or  mood. 
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ABSTRACT 

Fifty-nine  (59)  healthy  normotenslve  volunteers  (mean  age  «  £5.5) 
participated  1n  a  double  blind,  placebo  controlled  crossover  evaluation  of  the 
effects  of  a  75  mg  sustained  release  dosage  form  of  phenylpropanolamine  HC1  on 
blood  pressure,  pulse,  and  mood.  Each  subject  participated  in  two 
experimental  sessions,  one  under  pla'ito  and  the  other  under  the  active  drug 
treatment.    Order  of  exposure  to  treatment  conditions  was  randomly  determined. 

Measurements  of  blood  pressure  (sitting,  standing,  and  supine),  pulse,  and 
subjective  drug  effect  ("mood")  were  obtained  9  tines  during  the  session  -  at 
baseline  (prior  to  drug  administration)  and  at  1/2  hr^  1  hr,  2  hr,  4  hr^  6  hr, 
8  hr,  10  hr,  and  12  hr  post-Initial  dosing. 

Mixed  design  analysis  of  variance  revealed  no  statistically  significant 
main  effects  for  drus  treatment  on  measure  of  pulse  or  mood.  Nearly  all 
blood  pressure  measures  (the  standing  systolic  measure  was  an  exception) 
showed  statistically  reliable  -  but  clinically  Insignificant  -  differences 
between  placebo  and  the  active  drug  condition.  In  all  cases,  the  mean  blood 
pressure  was  slightly  higher  under  the  active  drug  treatment;  The  magnitude 
of  t;h1s  effect-,  however,  was  extremely  small  (th?  mean  differences  ranged 
between  .83  and  3.37  mm  Kg) . 

As  anticipated,  most  measures  showed  sain  effects  for  time  of  day 
(drcadlan  effects) ,  Indicating  that  the  subjects'  physiological  and 
subjective  state  changed  over  the  course  of  the  session.  These  changes  were, 
however,  generally  independent  of  the  drug  treatment  condition.  This  study 
suggests  that  the  75  mg  sustained  release  dosage  form  of  phenylpropanolamine 
has  minimal  -  and  clinically  insignificant  -  effects  on  the  blood  pressure, 
pulse,  or  mood  of  normotenslve  ir.iifvfauals. 
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An  Evaluation  of  the  Acute  Effects 
of  Phenylpropanolamine  In  Normal  Volunteers: 
(Crossover  Design) 

1STR00UCT10N 

Phenylpropanolamine  hydrochloride  (PPA)  Is  a  synthetic  compound  with 
actions  slillar  to  ej>hedrlne.  However,  PPA  Is  generally  believed  to  produce 
liss  CNS  stimulation  than  ephedHne.  PPA  Is  currently  marketed  over-the- 
counter  (OTCJ  1n  the  United  States  1n  both  as  a  nasal  decongestant  and  as  a 
weight  control  aid.  Recently  the  FDA  and  others  have  raised  questions  about 
the  safety  and  appropriateness  of  OTC  4.M11ty  of  PPA  (Fgceral  Register. 
Vol.  47,  No.  39,  1982;  Horowitz,  1980;  D1etzt  1981;  tancet,  1982).  In  their 
publication,  the  agency  requested  additional  Information  on  the  effects  of  PPA 
on  a  variety  of  safety  parameters  Including  blood  pressure,  pulse,  and  self- 
reported  side  effects.  In  the  present  report,  crossover  experimental  design 
.  was  used  to  compare  the  effects  of  75  mg  sustained  release  PPA  with  placebo  on 
these  parameters.  F1fty-n1ne  normotefislve  idults  were  studied  over  a  time 
course  of  12  hours. 

OBJECTIVE  AND  RATIONALE 
This  study  was  designed  to  extend  previous  research  conducted  in  our 
laboratory  (Funderburk  et  al.,  1982).  In  that  Investigation,  150  normotensive 
adults  participated  in  a  study  comparing  the  effects  of  two  dosage  forms  of 
PPA  125  mg  t.i.d.,  75  mg  sustained  release)  with  placebo.  No  significant  main 
effects  for  drug  treatment  were  found  on  any  of  the  measures  of  blood 
pressure,  pulse,  or  mood.    Although  the  relatively  large  sample  size  in  that 
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study  provided  considerable  statistical  power*  It  was  believed  that  an  even 
more  sensitive  comparison  would  be  afforded  by  a  crossover  study  in  which  each 
subject  would  serve  as  his  own  control. 

Several  studies  have  Investigated  the  acute  effects  of  PPa  In  normal 
subjects  (e.g.,  Silverman  et  al.,  1980;  Hoebel ,  1982).  However,  these  studies 
have  generally  Involved  rather  small  subject  samples  and  have,  therefore,  had 
relatively  low  statistical  power.  The  recent  study  In  our  laboratory, 
however,  (Funderburk  et  al.,  1982)  which  employed  150  subjects  In  a  parallel 
groups  design  provided  a  rather  powerful  test  of  the  effects  of  PPA  or  normal 
subjects.  The  present  study,  using  a  crossover  design,  was  implemented  tc 
provide  an  even  more  powerful  evaluation  of  PPA  effects  1n  a  large  group  of 
normal  volunteers. 


Subject*-  wre  59  normal  volunteers  (both  male  and  female,  mean  age  * 
25.5).  The  study  population  consisted  of  33  Caucasians,  25  blacks,  and  1 
American  Indian.  All  had  given  informed  consent  and  had  been  screened  to  meet 
the  following  criteria: 

a.  between  18-55  years  of  age 

b.  ho  current  use  of  medications  which  would  compromise  the  validity  of 
the  evaluation  of  the  test  products 

c.  no  physical  contraindications  to  Cbns'Offpi ion  of  PPft  at  the  dose  levels 
used  in  this  study 

d.  hb  history  of  severe  emotional  disturbance,  chronic  alcoholism,  or 
drug  at; us? 
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e.  evidence  that  the  subject  would  participate  1  n  the  research  arid  be 
cooperative 

f.  good  general  health  frased  on  a  medical  history  Interview  conducted 
vittfin  one  month  of  the  study  start  and  a  recent  hysical  examination 

g.  female  subjects  certified  that  they  "ere  not  pregnant  or  nursing  a 
baby  for  the  duration  of  the  protocol. 

Design  and  Procedure 

Subjects  were  randomly  assigned  to  one  of  two  treatment  sequences.  One 
group  In  -  30)  received  the  placebo  treatanent  on  their  first  testing  occasion 
and  the  75  mg  sustained  release  trea^ent  on  the  second  testing  session.  This 
order  of  treatment  was  reversed  for  subjects  1rt  the  other  group  (n  «  29).  The 
two  treatment  sessions  were  always  separated  by  at  least  one  washout  day  to 
minimize  any  possible  treatment  carryover  effects.  The  basic  Investigative 
procedures  followed  fnr  each  subject  are  detailed  below. 

1       fSiinfrrJil  Prfir^rtiire 

|  «  Mvf o I    r i  vvvww<  vj  # 

.  a#  Subject  control .  Subjects  were  Instructed  to  be  free  of  all 
medications  for  the  week  prior  to  the  first  a«n1strat1on  of  a  test  product. 
Subjects  who  had  ingested"  substances  which  compromised  the  validity  of  the 
study  were  excluded.  Study  medications  were  acSnlnlstered  under  clinical  super- 
vision Subjects  regained  et  the  test  facility  for  the  entire  testing  period 
during  test  days. 

t.  Heals  end  food  restrictions.  Oh  test  days  subjects  were  provided 
with  V  choice  of  standard  noontime  meals.  Foods  containing  xanthines  (e.g., 
coffee,  tea,  cola)  were  not  permitted  on  study  days. 
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Drug  administration.  In  this  investigation  a  currently  marketed 
dose  of  a  test  product  containing  PPA  (75  mg  sustained  release  PPA)  was 
compared  with  placebo,  each  test  day  subjects  receive'  three  administra- 
tions of  a  test  product  (either  active  medication  or  placebo),  boses  were 
given  at  4  hour  Intervals  (e.g.,  approximately  8:DD  am.  12:0  noon,  and  4:00 
pi). 

Subjects  were  randomly  assigned  to  one  of  two  treatment  conditions  on  the 
first  test  day.  One  group  of  subjects  (Groun  I)  received  the  75  mg  sustained 
release  product  at  their  first  dosing  and  matching  placebo  capsules  on 
subsequent  doslngs.  The  other  group  (Group  6)  received  placebo  at  all  three 
doslngs.  After  at  least  one  washout  day,  the  subjects  returned  to  complete 
the  second  leg  of  the  crossover.  During  this  session,  they  received  the 
treatment  not  administered  on  the  first  day.  This  dosing  schedule  Is 
Illustrated  1n  Table  1. 

Table  1 
Dosing  Schedule 
Dose  1  Dose  2  Dose  3 

(approx.  8:00  am)    (approx.  12  noon)    (approx.  4:00  pm) 
Session      Group  A  75  mg  sustained  placebo  placebo 

One  Group  B  :  placebo  placebo  placebo 

Session      Group  A  placebo  placebo  placebo 

Two  Group  B  75  mg  sustained  placebo  placebo 


27-436  O  -  84  -  12 
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d.  Cllnicl  measurements.  Measures  of  blood  pressure  and  pulse  «re 
obtained  9  times  during  each  experimental  «"1on:  Once  prior  to  Initial  drug 
administration  (0  hr)  and  at  1/2  nr.  1  nr.  2  hr,  4  hr.  6  hr.  6  hr.  10  hr.  and 
12  hr  following  Initial  drug  administration.  Blood  pressure  (sitting, 
standing,  supine)  ml  measured  using  procedures  recommended  by  the  A-erlcan 
Mart  Association  Kirimd.11  et  al..  1980).  Clinical  measures  of  subjective 
State  sere  obtained  using  analogue  ratings  of  drug  effects.  TUv-  measures 
wre  supplewnted  by  subjective  reports  of  subjects  and  the  observations  of 
research  Staff. 
2.  Design 

This  StCdy  may  be  viewed  as  a  2(drug  treatment  conditions)  x  2(orders 
of  treatment  administration)  x  ^measurement  occasions)  mixed  design.  Mixed 
design  analysis  of  variance  procedures  were  used  to  evaluate  data  fr«n  this 
component  of  the  investigation.  Separate  analyses  were  conducted  for  each  of 
the  dependent  variables.  Factors  In  the  analysis  were  drug  treatment  condition 
(75  mg  sustained  release  vs.  placebo),  order  of  treatment  adrnnistraticn 
(active  drug  first  vs.  placebo  treatment  first),  and  measurement  occasion  (0 
hr.  1/2  hr.  etc.).  Order"  of  treatment  administration  was  a  between  groups 
factor  while  drug  treannent  and  measurement  occasion  were  within  subject 
factors.  For  all  tests  Involving  repeated  measures  factors,  a  conservative  F 
test  was  used  In  evaluating  statistical  significance  (see.  e.g..  Belter  4 
Greenhouse.  1958). 

RESULTS 

Specific  results  of  the  analysis  of  variance  for  each  of  the  "rubles 
studied  are  summarized  below. 
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Pulse  tended  to  Increase  slightly  over  the  session  showing  a  peak  at 
approximately  6  hoars  post-dosing  (F  «  9.45,  £  <  ,01).  This  effect  occurred 
wider  both  drug  treatment  conditions.  No  main  effect  for  drug  treatment  was 
Identified,   No  other  main  effects  or  Interactions  were  Identified. 

Standing  systolic  blood  pressure  was  relatively  stable  for  subjects  in  both 
<irug  treatment  groups.   No  main  effects  or  Interactions  were  identified. 

Standing  diastolic  blood  pressure  tended  to  be  slightly  higher  under  the 
active  drug  treatment  than  under  placebo.  Although  this  effect  was 
statistically  reliable  (F  -  7.41,  £  <  .01),  the  overall  magnitude  of  the  effect 
was  small  (mean  difference  between  treatments  *  2.26  am  Hg).  Under  both 
treatment  conditions,  standing  diastolic  blood  pressure  tended  to  show  peaks  at 
4  and  12  hours  post-Initial  dosing  (£  *  6.81,  £<  ,b1). 

Sitting  systolic  blood  pressure  tended  to  be  slightly  higher  under  the 
active  drug  treatjnent  than  under  placebo  (F  ■  4.46,  £  <  ,05j.  the  mean 
difference  betweh  treatments  was  2.09  mm  Hg.  No  other  main  effects  or 
Interactions  were  Identified. 

Slttiiu^  diastolic  blood  ores  tended  to  peak  at  4  and  12  hours 
pds'f- Initial  dosing  under  both  trea  intent  conditions  (F  *  5.26,  £  <  .05}, 
Overall,  sitting  diastolic  blood  pressure  tended  to  be  higher  under  the  active 
drug  treatment  than  under  placebo  (f-  ■  11.28,  £  <  .01).  The  vm\r\  difference 
between  treatments  was  2.75  mm  Hg.  «o  other  main  effects  of  Interactions  were  " 
Identified. 

Supine  systolic  blood  pressure  tended  io  peak  at  4  and  12  hours 
post-1n1t1a1  dosing  under  both  treatment  conditions  (F  *  7.33,  £  <  .01).  The 
peak  effect  at  4  hours  was  most  evident  for  subjects  under  the  active  drug 
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trtiwnt  (resulting  In  i  drug  x  Vm  Interaction,  £  ■  £  *  -055, 

Overall  i  supine  systolic  blood  pressure  tended  to  be  higher  under  the  active 
drug  treawent  then  under  placebo  (F  -  7.i5.  £  <  .01?.  The  win  dlfferer.ce 
bitten  treatments  ws  2.52  M  Kg.  No  other  »1n  effects  Mictions  Mere 
Identified. 

Supine  dlistollc  blood  pressure  tended  to  peek  it  4  end  12  hours  post- 
1it1t1sl  dosing  under  both  treatment  conditions  (F  ■  6.22.  £  <  .051.  Overall, 
lupine  diastolic  blood  pressure  tended  to  be  higher  under  the  active  drug 
treatment  than  under  placebo  (f_  -  11.91. £  <  .01).  The  Man  difference  bet^n 
treatments  MS  3.37  am  Kg.  The  tine  course  of  this  drug  effect  »s  sligMly 
different  for  the  tuo  treatment  orders  (4.15.  £  <  .05).  No  other  main  tffect? 
or  Interactions  uere  Identified. 

Subjective  measures  of  drug  effect  and  wood  revealed  no  sH*- Meant 
differences  between  the  drug  treatment  conditions  ci  any  of  the  measwnss 
studied  (rating  of  'drug  effect."  rating  of  "feeling  good."  "ting  of  "feeling 
bad."  and  rating  of  "drug  Hklng").  Ratings  of  "orug  effect*  tended  to  peak  at 
approximately  6  hoars  post-Initial  dosing  under  both  treatment  groups.  No 
other  s*1n  effects  or  Interactions  uere  Identified  for  any  of  the  subjective 
Measures. 

Summary  tables  of  means,  standard  deviations  ann  iim1««1s  «*  var^rc: 
results  for  each  variable  studied  are  presented  1n  the  Appendix  to  this  -eport. 

DISCUSSION 

The  present  study  r  ted  the  acute  effects  of  a  75  Sg  sustained  te1ea« 
dosage  for*  of  pheny  .*V-..1nf  In  comparison  *th  placebo.  *  crossover 
deMgn.      tftlch  each  subject  s,."ved  as  his  cm  control,  mi  Used.   Heasures  of 
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drug  effect  bh  blood  pressure  (sitting,  standing,  and  supine'  and 
subjective  state  {"mood")  were  obtained  over  i  12-hour  testing  period. 

As  In  bur  previously  reported  study  (Funderburk  et  al .,  1982),  overall 
differences  between  phenyl pr6p*no1juc< he  and  placebo  on  incisures  of  bloca 
pressure  were  very  small.  In  the  present  study,  however,  statistically 
reliable  differences  between  the  active  drug  and  placebo  Mere  Identified.  This 
result  can  be  attributed  to  the  Increased  rtat1st1cal  power  of  the  present 
design.  As  compared  with  our  previous  Investigation,  the  preset  study  had 
both  a  larger  sample  size  per  group  (n  -  vs.  n  -  50)  as  well  as  c  lower 
overall  error  variance  (a  result  of  using  each  subject  is  &1s  own  control). 
Both  of  these  features  of  the  design  served  to  Increase  statistical  power. 
Under  such  conditions,  it  is  quite  possible  u>  f*ent1fy  statistically  reliable 
effects  wtilch  are  clinically  trivial  Kee,  e.g.,  Cohen,  1965).  In  the  present 
study,  for  example,  mean  blood  pressure  differences  between  drug  treatnt.-t 
conditons  ranged  from  .83  nm  Hg  (s^nolng  *ys*olic)  to  ?.37  mm  Hg  (supine 
diastolic)  with  an  average  overall  difference  cf  less  tnan  2  mm  Hg  Obv!mV»y; 
such  small  overall  effects  are  not  regarded  is  clinically  significant. 

As  expected.  «tat1st1c«!ly  significant  differences  1n  bleed  pressure  were 
generally  found  over  the  course  ef  the  dally  session.  This  finding  is 
consistent  with  the  literature  bh  c1rcad1ari  Variation  of  blood  pressure  (srr, 
e.g.,  Bock  i  Kreuwribcc*.  19r  Mlllar-Cra^g  et  al..  1978;  Plena  rdion  et  *1 . . 
1964;  Rojf,  1980):  Drug  treatment  did  hot  apfreai-  to  affect  their  nbrrwi 
(1 read i an  variations.    In  is  result  is  consistent  with  our  previous  report. 

The  preirr'.  s  t  ucy  a  Kb  re  recited  our  previous  investigation  witr-  >it>i\ 
to    sutijiv  t  *vi     i'ii..;    HIk",,       Overall    our    analysis    failed    tti     .--vr.ii  anv 
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SyStt~t1c  differences  bitten  the  drug  treatments  on  subjective  ratings  of 
drug  effect  or  dru3  liking.  The  effect  of  tSt  active  drug  was  not  rated  as  any 
better  or  any  worse  than  that  of  the  placebo.  SoSewhat  less  c1rcad1.n 
viability  in  s*ject1ve  effect  mi  observed  in  this  study  as  chared  with 
bur  previous  Investigation. 

Overall,  the  results  of  the  present  study  ire  quite  compatible  with  the 
result,  presented  1n  our  previous  report.  Although  statistically  reliable 
effects  on  blood  pressure  -ere  noted  for  the  75  ig  sustained  release  dosage 
for*  of  phehylprop.nolM.1ne.  these  effects  -ere  e'tra-ely  «11  and  were  not 
considered  clinically  relevant.  Likewise,  no  IdvSrS.  effect,  -ere  noted  on 
pulse  or  subjective  state. 

fere  comprehensive  work  1,  r.eeded  in  the  are.  of  PPA  effects  on  mood  and  1n 
tfii  relationship  between  the  physiological  and  psychological  effects  of  the 
drug.  Other  areas  for  future  investigate  include  «n  N.iu.iion  of  PPA 
effects  on  specl.Hied  patient  population,  (e.g..  hypertensive, .  obese)  and 
over  «  wider  rarigr  of  dbiei. 
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ABSTRACT 


Additional  analysis  was  undertaken  on  data  collected  as  part  of 
Clinical  Protocols'  82-8(k)  and  82-8(8),    these  analyses  focused  on  a 
comparison  oi  subjective  (PA  effects  with  those  of  other  CNS-actlve  drugs 
and  a  ibre  rigorous  evaluation  of  PPA  effects  on  affective  state  ("mood"). 
These  in$<  ies  Indicated  that  PPA,  In  doses  of  25  «g  t,1,d,  or  75  mg 
sustained  release,  were  not  associated  with  euphoria,  amphetamine- like 
reactions,  or  sedation.    Some  evidence  was  found  which  suggested  that 
PPA  functioned  to  reduce  the  fatigue  and  boredom  associated  with  a 
12  hour  experimental  session  1n  a  relatively  onstlmolatlng  environment. 
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INTRODUCTION 

Previous  reports  from  our  laboratory  (Funderburk  et  aj_. ,  1982a,  1982b] 
examined  the  effects  of  phenylpropanolamine  (PPA)  on  blood  pressure,  pulse, 
and  mood  (Including  subjective  ratings  of  drug  <?f*ect)  1n  normal  volunteers. 
In  a  large  sample  (N  »  150)  parallel  groups  design  study,  PPA  doses  of 
25  mg  t*1.d.  and  75  mg  sustained  release  were  found  to  have  minimal  effects 
on  clinical  measurements  of  blood  pressure,  pulse,  or  subjective  ratings  of 
drug  effect  and  drug  liking  over  a  12-hour  experimental  session.    The  author, 
concluded  that  PPA  at  the  dose  levels  studied  was  riot  associated  with  adv*r^ 
effects  on  the  clinical  measures  studied.    This  conclusion  received  further 
support  1n  a  statistically  more  -    »  -*sbver  study  (N  «  59)  which 

compared  the  75  mg  sustained  releasv  -  Jon  with  placebo  on  these 

same  measures . 

The  present  report  1s  a  sopp'temeriL  tj  Protocols  82--8(A)  and  'j2-8(B); 
It  describes  additional  analysis  undertaken  to  provide  additional  Information 
on  the  subjective  effects  of  PPA.    Particular  attention  will  be  focused  oh 
two  key  Issues  of  concern:    (1)  A  comparison  of  PPA  with  other  CNS-act1ve 
drugs  and  (2J  A  more  rigorous  evaluation  of  PPA  effects  on  affective  state 
("moor J.    In  both  Instances  our  measures  will  be  derived  from  widely  used 
and  well  standardized  osychometrlc  Instruments  which  have  been  proven 
sensitive  to  the  effects  of  CNS  drugs. 


INVESTIGATIVE  METHDDS  : 
Subjects.    Subject  characteristics  are  Identical  to  thos*  described  in 
our  previous  reports.    In  the  parallel  grojps  design  150  healthy  normal 
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subjects  participated  (N  ■  50  In  each  of  three  expert  '.*- -o v  jn 
the  crossover  study  59  heaUhy  normal  subjects  participated'  (each  being 
exposed  to  each  of  two  experimental  conditions). 

Design  and  Procedure. 

The  measures  described  1n  this  report  were  obtained  from  subjects  who 
participated  In  Clinical  Protocols  82-8(A)  [parallel  groups  design]  and 
82~8(B)  [crossover  design].    Two  standardized  test  forms  were  administered 
fi>  subjects  prior  to  each  clinical  measurement  occasion.    One  form  was  a 
short  version  of  the  Addiction  Research  Center  Inventory  (AKCI)     Th":,  test 
allows  comparison  of  PPA  subjective  effects  with  those  of  other  CNS-actlve 
drugs.    The  other  form  was  the  Profile  of  Hood  States  (POMS).    This  test 
allows  an  evaluation  of  changes  in  affective  state  associated  with  drug 
treatment.    Each  form  generally  required  less  than  5  minutes  to  administer. 
More  detailed  descriptions  of  these  tests  follows: 

Addiction  Research  Center  Inventory  fARCI ).    Detailed  description  of  the 
ARCI  scales  was  given -by  Haertzen  (1974).    The  empirical  drug  scales  oh  this 
inventory  were  developed  by  reeling  Items  which  differentiated  placebo 
from  *  variety  of  drugs  'including  morphine,  pentobarbital,  chloiv.  -mazine, 
LSD,  amphetamine,  pyrahexyl,  and  alcohol.    In  addition,  clusters  of  items 
were  developed  (group  variability  scales)  which  combined  Items  from  the 
various  scales  to  reflect  patterns  of  drug  effects.    The  scales  used  in 
this  study,  and  the  characteri itlcs  which  they  reflect  are: 
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(1)  AMP:      empirical  scale  which  measures  similarity  to 

amphetamine  effects. 
(2J  BG:       group  variability  scale  which  measures  similarity 

to  benzedrine  effects.    Interpreted  as  a  measure 

of  Intellectual  efficiency  and  energy. 

(3)  MBG:      group  variability  scale  Which  measures  a 

w>rph1ne-benzedr1ne  effect.    Interpreted  as  a 
measure  of  euphoria. 

(4)  PCf\G:     group  variability  scale  which  measures 

pentobarbltal-chlorpf^zlne-alcohol  effects. 
Interpreted  as  a  measare  of  sedation,  fatigue, 
and  low  motivation. 

(5)  LSD:      empirical  scale  which  measures  similarity  to  LSD 

effects.    Interpreted  as  a  measure  of  anxiety, 
tension,  difficulty  1h  concentratic*  :  . 

depersonalization,  aid  psychomlmetlv  changes. 
Also  interpreted  as  a  measure  of  euphoria. 

Profile  of  Moo*  States  (POMS).    The  POMS  FClle*  -  ^1de  a  means  of 
assessing  transient,  fluctuating  mood  states.    ffiitt  ^les  were  developed 
by  factor  analytic  methods  In  a  variety  of  subject  dilations  including 
both  normals  and  specialized  Patient  populations  (n*.  HcNair. ^orr.  and 
DrDppleman,  1971,  for  a  more  detailed  discussion  of  the  development  of 
these  scales).    The  POMS  has  been  found  to  be  a  sensitive  measure  of  the 
effects  of  various  experimental  manipulations  (Including  drug  administration) 
i,  SSii  volunteers.    The  POMS  »»m  six  Identifiable  mood  or  affects 


187 


states  as  well  as  various  specialized  affective  states  and  global  mood. 
The  scales  used  1h  \c;is  study  were: 

(1}  Ten;.   >  iety 

(2)  Deprt3sfon-l)eJect1on 

{3}  Anger-Rostlllty 

(4)  V1  go-Activity 

(5)  Fatigue- Inertia 

(6)  Confusion-Bewilderment 

(7)  "Friendliness" 

(8)  Total  Mood  Disturbance. 

Statistical  Analysis.    Data  were  analyzed  using  mixed  design  ap*lys1s  of 
variance.    Separate  analyses  were  conducted  for  each  of  (he  dependent  variables 
In  the  parallel  groups  design  factors  in  the  a'.:;  jiV*,  **rz  -*^a  treatment 
assignment  (placebo,  25  mg  t.l.d.,  Y<  a*  '-asMInc'  s^ssse)  and  measurement 
occasion  (0  hr,  %  hr,  etc.).   Tria  ignwm;  was  a  fesreen-group  factor 

while  measurement  occasion  was  a  w1th1ri-su6j?cts  factor.    Factors  in  tlie 
crossover  design  were  drug  treaGiefit  assignment,  order  of  treatment 
administration  (placebo  first  vs.  active  drug  first),  and  measurement  occasion. 
Order  of  drug  administration  was  a  between  groups  factor  while  drug  treatment 
and  measurement  occasion  were  within  subject  factors.    In  both  analyses  tests 
Involving  repeated  measures  Were  evaluated  using  a  conservative  £  test 
(e.g.,  Gelsser  and  Greenhouse,  1953). 

Results:    Parallel  Groups  Design 

Specific  results  of  the  analysis  of  variance  for  each  of  the  variables 
studied  are  surniafized  below: 
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ARCI  Variables 

AMP.    No  main  effect  for  drug  treatment  condition  was  identified. 
A  Significant  main  effect  for  measurement  occasion  was  found  (£  -  3,91. 
p<0.05)  reflecting  a  general  decrease  1n  AMP  scores  over  the  session 
for  subjects  1n  all  treatment  groups.    No  significant  Interactions  were 
Identified. 

BG.    No  main  effect  for  drug  treatment  condition  was  Identified. 
A  sfjjhificSiit  main  effect  for  measurement  occasion  was  found  ( F  ■  4.80. 
p<0.05)  reflecting  a  general  decrease  In  BG  scores  over  the  session 
for  subjects  1ri  all  treatmenr  groups.    No  significant  interactions  were 
Identified. 

M§£.    No  significant  main  effects  or  interactions  were  identified. 

POAG.    No  main  effects  or  Interactions  were  found  for  drug 
treatment.    A  significant  main  effect  for  measurement  occasion  was 
Identified  (£.  =  7.46,  p<0.01)  which  reflected  a  tendency  for  sedation 
(PCAG  score)  to  be "lowest  early  and  late  in  the  session  as  compared- 
with  the  middle  of  the  session.    This  general  trend  was  present  in  all 
drug  treatment  groups.    No  other  main  effects  or  Interactions  were 
Identified. 


POMS  Variables 

Tension-Anxiety.  No  significant  main  effects  or  interactions 
Identified. 


were  identified: 

*LSD.    No  sipnificanc  r..»ir.  effects  or  Interactions  wero  ideni  I  fi  i  ••-!  • 


* 


Oepress^n-Desoct:c?.    Nc  sicnlT':cant  rrain  effects  or  interact' 
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finger-Hostility.  No  significant  main  effects  or  Interactions  were 
Identified. 

Vigor-Activity.    No  main  effects  or  Interactions  were  found  for 
drug  treatment.    A  significant  main  effect  for  measurement  occasion 
was  Identified  (£  «  10.37,  p<0.01)  reflecting  a  general  decrease  in 
vigor  over  the  course  of  the  session.    This  general  trend  was  present 
in  all  drug  treatment  groups.    No  other  main  effects  or  interactions 
were  identified. 


identified. 

Go n fus ri on- Bew 1 1 de  nnen t .  No  significant  main  effects  or  Interactions 
were  identified. 

"Friendliness."    No  main  effect  for  drag  treatment  condition  was 
Identified.   A  significant  main  effect  for  measurement  occasion  was 
foond  (F  =  19.98,  *p<0.01)  reflecting  a  general  decrease  1h  "friendliness" 
over  the  course  of  the  session  for  subjects  in  all  drug  treatment  groups. 
No  significant  interactions  Were  Identified. 

Total  Mood  Disturbance.  No  significant  main  effects  or  Interactions 
were  Identified: 


Specific  results  of  the  analysis  of  variance  for  each  of  the  variables 
studied  irs  sunmiir'fre'l  beicw: 


No  significant  main  effects  or  interactions  were. 


Results:    Crossover  Design 


27-436  0-84-13 
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ISC I  Variables 

AMP.    No  significant  main  effects  op  interactions  with  drug 
treatment  were  identified.   A  significant  main  effect  for  time  course 
wis  Identified  (F  «  3.14,  p<0.05)  which  reflected  a  general  decrease 
«h  scores  over  the  course  of  the  session  for  subjects  in  both  drug 
treatment  groups. 

BG*  No  significant  main  effects  or  Interactions  with  drug 
re  Oner*  were  identified.    A  significant  main  effect  for  time  course 
U  Stifled  (F  »  3.56,  p<6.05)  which  reflected  a  general  decrease 
in  scores  bve*  the  course  of  the  session  for  subjects  In  both  drug 
treatment  groups . 

M^.   No  significant  main  effects  or  Interactions  with  drug 
treatment  were  identified,   A  significant  main  effect  for  time  course 
identified  (f  =  p<D.D5)  which  reflected  a  general  decrease 

1n  scores  over  the  session  for  subjects  in  both  drug  treatment  groups. 

£C£G.   A  significant  main  effect  for  drug  treatment  was  Identified 
{F  «  4,97,  p<0.02).   Overall  subjscts  reported  lower  PCAG  scores 
(reflecting  H  *  fa^uej  under  the  75  mg  PPA  treatment  as  compared 
with  placebo.   This  effect  was  strongest  in  subjects  who  received  the 
75  mg  PPA  dose  1n  their  seconu  session  {£  s  5.72,  p<0.02).  Amain 
effect  for  time  course  was  also  identified  ( £  -  2.57,  p<n.05)  which 
reflected  a  general  increase  1m  PCAG  scores  over  the  course  of  the 
session  for  subjects  in  both  drug  treatment  groups.    No  drug  x  time 
fhteracticn  was  identif 'ed. 
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tSD:    A  significant  main  effect  for  drug  treatment  was  identified 
(F  ■  7:69,  p<0.01).    Overall  subjects  reported  lower  tSD  scores 
{reflecting  less  dysphoria)  under  the  75  mg  PPA  treatment  as  compared 
with  placebo.    No  other  main  effects  or  interactions  were  identified, 

POMS  Variables 

Tensi'      ixiet*  .    A  main  effect  for  drug  treatment  was  Identified 
(F  *  4.8b,    '  'DM.    Overall  subjects  obtained  lower  tension  and 
anxiety  sc    \    iCe*-  ?he  75  mg  PPA  treatment  as  compared  with  placebo 
treatment.    No  other  main  effects  or  Interactions  were  Identified. 

Deprossion-DG^ectw.  No  significant  main  effects  or  interactions 
were  identified. 

Anqer-HostilUy.    A  main  effect  for  drug  treatment  was  Identified 
(F  =  5.27,  p<0.025).    Overall  subjects  obtained  lower  anger-hostility 
scores  under  the  75  mg  PPA  treatment  as  compared  with  placebo  treatment. 
No  other  main  effects  or  interactions  were  identified. 

Vicor-Activity.    No  main  effects  or  Interactions  for  drug  condition 
were  identified.    A  main  effect  for  measurement  occasion  (£  =  5.23, 
p<0.05)  was  identified  which  reflected  a  general  tendency  for  subjects 
to  obtain  lower  vigor-activity  scores  over  time.    No  other  main  effects 
or  interactions  were  identified. 

Fatigue-Inertia:    No  significant  main  effects  for  drag  treatment, 
order,  or  tire  course  were  identified.    A  drug  x  order  Interaction 

(F  =  3.64:  pO.Gi;  was  {cent1* f "'53  which  reflected  the  *ac"t  that 
grp^tor  f-if'gue  i;iis  reported  Under  ?15C0D5  32  opposed  to  75  Rig  PPA  in 
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one  group  of  subjects  while  the  opposite  trend  was  present  in  the  other 
group  of  subjects.    Kb  other  significant  Interactions  were  Identified. 

rWusion-Bewii'dennejit.    A  Significant  main  effect  for  drug 
condition  was  identified  (£  i  7.00.  P<0.01).    Overall  subjects  obtained 
lower  Confusion-Bewilderment  scores  under  the  75  mq  PPA  treatment  than 
under  placebo.   No  other  main  iffects  of  irite   ctlons  were  identified. 

'Friendliness. M   No  significant  main  effects  or  Interactions  with 
drug  treatment  were  Identified.    A  significant  time  course  effect  was 
found  (F  ■  6.62,  p<0.01)  which  reflected  a  general  tendency  for 
•friendliness"  to  decrease  over  the  course  of  the  session,  although 
friendliness  scores  did  tend  to  Increase  at  the  last  measurement 
occasion. 

Tnt»l  Hood  Disturbance.  No  significant  main  effects  or  interactions 
were  Identified. 


DISCUSSION 

The  present  study  evaluated  the  acute  subjective  effects  of  two  dosage 
forms  of  PPA  (75  mg  sustained  release.  25  mg  t.i.d.j  in"  comparison  with 
placebo  in  a  parallel  groups  design.    These  assessments  were  repeated  in  a 
crossover  design  wnich  compared  the  75  mg  sustained  release  dose  with 
placebo.    Measure-  obtained  Included  a  comparison  of  PPA  effects  with  those 
of  a  variety  of  CNS-active  drug  iffi-cK  «  well  as  an  evaluation  of  PPA 
effects  on  various  affr'i*ve  states. 
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In  the  parallel  groups  design  PPA  effects  were  not  different  from  those 
of  placebo  on  any  of  the  measures  studied.    Subjects  in  all  groups  tended 
to  feel  more  sedated  or  ^ired  as  the  session  progressed,  with  lessening  of 
the  sedative  effect  prior  to  the  conclusion  of  the  session:    The  extent  and 
nature  of  this  effect  was  not  related  to  drug  treatment: 

.in  the  more  powerful  crossover  design  some  statistically  reliable 
differences  between  the  75  mg  sustained  release  PPA  treatment  arid  placebo 
were  identified.    In  particular,  on  the  ARCI  scales  the  75  mg  PPA  treatment 
was  associated  with  less  sedation-fatigue  and  less  dysphoria  during  the 
course  of  the  session  as  compared  with  placebo.    However,  no  evidence  of 
amphetamine-like  effects  or  euphoria  was  found.    As  expected,  most  measures 
showed  reliable  clrcadian  effects  over  the  course  of  the  session.    As  in 
our  previous  studies,  these  effects  indicated  that  subjects  generally  felt 
"better"  early  in  the  sessions  as  compared  with  later  In  the  session. 
The  POMS  measures  provided  further  confirmation  of  these  effects.  Subjects 
reported  feeling  less  tense  or  anxious,  less  hostile,  and  less  confused 
under  the  75  mg  PPA  treatment  as  compared  with  placebo. 

The  pattern  of  results  in  the  present  study  is  consistent  with  tnat 
found  in  cur  previous  analysis  of  PPA  mood  effects  (Fanderbtirk  et  a_L  ,  1932a 
1982b)  and  with  the  findings  of  Seppala  et        (1981).    Overall  no  reliable 
euphoric  effects  were  rioted  for  PPA,  although  there  1s  some  evidence  that 
PPA  functioned  to  reduce  the  dysphoria  arid  boredom  associated  with  a  12-hour 
experimental  session  in  the  restricted  arid  relatively  bland  envi ronmental 
setting  of  a  rcsearc?.  labor?. tor;/.    7v,us,  U  acreart:  that  PPA  my  serve  to 
•iricrci:  e  rne^:a ".  iM-rzr.*i-:  ind  reduce  fat'-rje  in  relatively  uristitiulatin1; 
Stftt  r.  :i .' 
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In  the  doses  stiidicd  PPA  diu  iiot  f rbJuce  a  pattern  of  subjective  effects 
which  would  be  indicative  of  high  abuse  liability.    The  absence  of  euphoric 
or  amphetamine^ ike  effects  or  v^tlve-type  effects  suggest  that  PPA  Is  not 
likely  to  be  krx^ingly  chosen  as  a  drug  for  self-aan1n1strat1on  by  someone 
seeking  such  psychological  effects.    Such  an  Interpretation  1s  consistent 
with  our  previous  finding  that  ratings  of  "drug  liking"  for  PPA  were  not 
different  from  those  o*  placebo. 

Overall  the  present  findings  suggest  that  PPA  may  have  mildly  beneficial 
effects  on  affective  state  in  that  it  Increases  alertness  and  reduces 
dysphoria:    The  magnitude  of  these  effects,  however  1s  not  large.  Further 
these  findings  nay  be  limited  to  affective  states  measured  under  unusually 
low  levels      environmental  stimulation.    At  the  same  time,  no  evidence  of 
amphetamine-like  or  euphoric  effects  were  noted  even  in  the  more  powerful 
crossover  design: 
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Ms.  Dakar.  Thank  you,  Doctor.  - 
Dr.  Silverman.  Thank  you:  Next  we  will  hear  frorn  my  col- 
league, Dr.  Goons,  professor  of  psychology  at  New  York  University. 
Dr.  Coons? 


STATEMENT  OF  EDGAR  COONS 

Dr.  Coons.  Good  afternoon.  My  name  is  Edgar  Coons.  I  hold  a 
Ph.  D.  degree  in  psychology  from  Yale,  I  am  a  professor  of  psychol- 
ogy at  New  York  University  and  a  former  chairman  of  its  psycholo- 
gy department:  My  research  specialty  is  physiological  psychology. 

I  have  with  me  written  testimony  on  my  research  on  phenylpro- 
panolamine [PPA]  which  I  would  like  to  submit  for  the  record. 

Dr.  Coons.  I  would  also  like  to  present  to  you  the  main  points  of 
that  testimonv.  In  my  research  I  Used  rats  who  were  implants  with 
an  electrode  in  the  part  of  the  brain  that  controls  both  the  appetite 
and  the  feeling  of  reward.  When  electrically  stimulated,  these  rats 
would  begin  to  feed  even  when  thoroughly  satiated. 

Pretreatment  of  these  rats  with  PPA  significantly  increased  the 
amount  of  electrical  current  required  to  make  the  rats  eat,  showing 
the  effectiveness  of  PPA  as  an  appetite  suppressant: 

Rats  can  also  be  trained  to  stimulate  themselves  with  the  cur- 
rent to  produce  a  feeling  of  reward.  PPA  did  not  decrease  the 
amount  of  current  needed  for  reward,  indicating  that  it  had  no  re- 
warding or  behavioral  stimulant  properties  of  its  own. 

This  result  was  markedly  different  when  d-amphetamine  was 
used.  That  drug  greatly  decreased  the  amount  of  current  needed 
for  self-stimulation,  indicating  that  contrary  to  PPA,  d-amphet- 
amine, while  also  an  effective  appetite  suppressant,  has  consider- 
able stimulant  or  euphoragenic  properties: 

Animal  studies  provide  very  useful,  objective  evidence  ot  the  ei- 
fectiveness  of  appetite  suppressants  because,  and  this  is  important, 
animals  are  not  affected  by  such  factors  as  advertising,  motivation, 
or  the  social  pressures  to  be  thin.  My  studies  with  rats  lead  me  to 
conclude  that  PPA  is  an  effective  appetite  suppressant  that  has  no 
stimulant  or  euphoragenic  properties. 

Thank  you.   

[The  prepared  statement  of  Dr.  Coons  follows:] 

Prkparkd  Statement  of  Edgar  E.  Coons,  Ph.  D.,  Professor  of  Psychology,  New 

York  University 

Good  morning.  My  name  is  Edgar  E.  Coons.  I  hold  a  Ph.  D.  degree  in  psychology.  I 
am  a  professor  of  psychology  at  New  York  University  and  the  former  chairman  ot 
its  Psychology  Department.  My  research  specialty  is  physiological  psychology. 

I  have  been  actively  involved  in  the  study  of  appetite  control  mec^anjsms  sjnce 
19r>7  when  I  discovered  that  a  region  of  the  rat  brain,  the  lateral  hypothalamus, 
can  produce  feelings  of  hunger  or  fullness,  as  well  as  euphoria  when  electrically 
stimulated.  Rats  and_other  animals  are  very  useful  models  for  studying  the  effects 
of  appetite  suppressants  because  they  provide  objective  evidence  of  changes  in  feed- 
ing behavior  and  weight  loss  since.animals  are  not  affected  by  such  factors  as  adver- 
tising, motivation,  or  the  social  pressure  to  be  thin.  r  u-  -j  , 

The  study  I  would  like  to  report  on  today  compared  the  effects  of  phenylpropanol- 
amine (PPA)  and  d-amphetamine,  a  well-known  appetite  suppressant,  on  the  feeding 
and  rewaroSseeking  behavior  of  rats.    _ 

Four.rats  in  which  the  lateral  hypothalamus  was  permanently,  implanted  with  an 
electrode  and  then  electrically  stimulated  were  used  for  the  experiments.  It  food 
was  present  and  the  current  turned  on,  a  thoroughly  satiated  rat  would  immediate- 
ly begin  to  eat  and  would  continue  to  eafcjo^a^long  as  the  current  lasted. 
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By  varying  t  ho  rate  at  which  these  electrical  pulses  were  presented,  the  number 
of  pulses  per  .second  necessary,  to  get  the_thorQUghly_  satiated__rats  to  begin  gating 
within  20  seconds  after  the  current  was  turned  on  was  determined.  Next,  the 
number  of  pulses  necessary  when  rats  were  pretreated  with  doses  of  PPA  ranging 
from  0.82  to        mg/kg  was  determined* 

At  doses  of  K)  5  and  J  J  0  mg/kg,  PPA  markedly  increased  the  number  of  pulses 
per  second, repaired  to  induce  _the  rats  to  begin  eating,  thereby  demonstrating  the 
effectiveness  nl  PPA  as  an  appetite  suppressant.    ...         ..     .  .  .. 

Whether  or  not  PPA  induces  euphorogenic  effects  that  might  lead  to  the  develop- 
ment of  drug  dependency  was  evaluated  in  the  same- four  rats.  Rats  will  Voluntarily 
press  down  a  lever  to  self-administer  brief  bursts  of  current  to  the  reward  system 
that  runs  through  the same  lateral  hypothalamic  .region  involved  in_contro!iin^_the 
appetite.  Thus^  by  varying  the  rate  at  which  electrical  puises  of  a  constant  intensity 
Were  presented,  it  Was  possible  to  vary  the  sense  of  reward:  By  arranging  it  so  thst 
each  time  a  rat  pressed  the  lever  he  obtained  a  0.25-secbrid  train  of  pulses,  it  was 
possible  to  determine  how  many  pulses  in  this  train  it  would  take  to  reward  the  rat 
e  n  ough  to  press  th  e  j  eve  r  at  1  east  .20  times  .a  _m_i  nute.  

The  effect  of  PPA  on  the  number  of  pulses  required  was  determined  using  the 
same  dose  range  and  methodology  as  in  the  tests  of  appetite  suppression:  It  was 
found  that  the  number  of  pulses  rRquired  to  be  rewarding  did  riot  decrease  as  the 
dose  of  PPA  i  ncre  ased  and  may  ha  ye  act  u  a]  ly  i  ncreased  si  igh  tly .  Th  is  de  monst  rates 
that  PPA  has  no  ability  to  provide  a  reward..  In  .contrast,  _to_d-amphet^^ 
the  rats  were  treated  with  d-amphetamine,  the  amount  of  current  required  for  re- 
warding Was*  greatly  decreased,  indicating  that  d-amphetamine  Was  providing  much 
of  the  reward  itself.  In  the  appetite  suppressant  tests,  d-amphetamine  greatly  in- 
creased the  amount  of  current  necessary  to  elicit  eating,  confirming  its  appetite  sup- 
pressant properties,          __ 

It  was  concluded  that  while  d-amphetamine  markedly  suppressed  appetite  at 
doses  even  lower  thari  those  required  for  PPA,  it  also  markedly  potentiated  reward, 
perhap'J  even  to  a  euphoric  level.  In  contrast,  rib  dose  of  PPA  tested  potentiated 
reward,  although  PPA^  like  qSajnj^ 

These  findings  are  in  agreement  with  the  studies  conducted  by  Prof._  Bartley ;  G. 
Hoebel  of  Princeton  University  in  both  rats  and  humans,  which  found  that  PPA 
was  an  effective  appetite  suppressant  wittv  hb  euphorogenic  properties:  In  his 
human  studies,  which  were  published  in  1975  in  the  journal  Obesity  and  Barjafric 
Medicine,  Hoebel  did  not  observe  any  stimulant  or  other  adverse  effects  in  the  sub- 
jects. _       

In  conclusion,  based  on  m>  own  studies  and  similar  studies  by  Hoebel,  phenylpro- 
panolamine is  ari  effective  appetite  suppressant  that  does  not  induce  any  central 
nervous  system  stimulation  or  euphorogenic  effects. 

I_ask  that  my  comments  and  a  copy  of  the  study  I  discussed  be  entered  into  the 
record. 

Thank  you.  i  * 
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Coons,  E.  E.  Exhibit 


A.  Hoebel,  B.  G.  et  aU3ody_Weight_De_creased  in_Mu  __ 
Phenylpropanolamine  Taken  Before  Meals*  Obesity/Barlatric  Med. 
Vol.  4,  No.  5,  1975    


Hartley  C.  Huebrl.'  htlt  K.  Kioub*,'  Joel  Coo/'f '  and  DauH  W'WfW- 


Body  Weight  Decreased  in  Humana  

By  Phenylpropanolamine  Taken  Before  Meais 


_  Jn_  a_  double-blind,  jmbjex ^crossover  etu dy , 
pAejiyLproDano  jamine  (propadr  jne,  PPA) 
taken  sold  over  the  counter  reduced  body 
weight  in  70  adulta  significantly  more  than  a 
placebo  pill.  During  the  first  two  weeks,  both 
the  subjects  taking  the  placebo  Ihd  (hose  Cak- 
ing phenylpropanolamine  lost  weight,  but  dur- 
ing the  iecorid  two  weeks  only  those  taking  the 
drug  continued  to  lose  (p<0  01).  On  daily  ques- 
tionnaires, those  taking  the  dni* reported  no 
change  in  the  way  they  felt  or  the time it took 
to  fall  asleep,  They  did  report  a  significant 
red u  ct ion  in  i u p p c ir  size  and  j  n  the _  iota  1  n u  m  • 
ber  of  snacks  taken.  When  subjects  took  the 
placebo,  they  reported  a  *[B^ficaiitly  greater 
number  of  large  sfterhbbn  and  evening  snick i 
than  when  taking  phehylpropinolamine.  It  is 
concluded  that  thia  drug,  which  is_siructurslly 
similar  to  catecholamines  and  amphetamine, 
can  cause _a  percei v e d  _ d ec re* se  in  f o od  i  ntak  e 
ajid_  reduce  _body_  weight  without  noticeable 
stimulatory  side  electa. 

i  From  the  department  of  psychology.  Princston  univsnity. 

i  From  ths  Medical  Csnlsr  st  Princston. 

ThisiraciLJvaLparlo^sd  underJhSjSuipicst  ot  ths  Brsm  Rs. 
tSBfCjri  Instrument!  Co..  207  Hsrttey  Avs  .-Pnncston>  N.J.. 
wrth  support  from  ths  Attsghsny  Phsrmsctl  Co'p .  not  Princs. 
ton  Univfflity  nor  ths  Msdjcst  Csntsr  st  ^rinctton.  App?eci8- 
tlon  it  siprssssd  iathsodors  GojthsljJoiJisJp_in__ths  imtit- 
L*on_and_dSiipn  pi  this  Uudy.  to  Tom  Trsosito  tor  help  in  ths 
siosrimentsi  dsngn  snd  inaiyiii^oWsrje-C^ire-Kamiftand 
Rtbeccs  Bonntr  tor  supervisory  he  I ip^  and  to  Ejsins  Wilton 
tor  computer  proflrsmmmg.  snd  io  Pstnc*  Randsii  tor  help 
with  ths  dais  snsiyiii 

Addreis  tor  rsprint*  Bsmey  G  Moebel  Dept  _ot_Psyenoiogy 
Prtnceton  University.  Princeton,  Ne*  JerWy  0A540 


T*  he  present  study  wes  undertaken- as  part  of  a 
series  of  studies  to  investigste  the  effectiveness  of 
phenyl  props  nols  mine  in  appetite  suppression 
arid  weight  control.  This  drug,  alsoknown  as  nor- 
ephedrine, is  ah  amphetamine  .analogue _that 
causes  little,  or  _no_  p_sychomot  or_  sJimu  1 ;  at  ion . }  It 
bls_the_ea_me_st_r_ucture_M^ 
a_n_  Hid  roxyj  aroup  on  the  beta  carbon  a  torn  which 
mjskes it  more  like  norepinephrine.  It  is  a  vaso- 
constrictor and  is  marketed  in  most  nasal  decon- 
gestants.* Handbooks  which  aid  doctors  in  choos- 
ing drugs  point  but  that  even  though  Jhis  drug  is 
commonly  sold  as  ah  anorectic,  there  has  been  jio 
convincing  evidence  that  it  is_  effective 3-«  There 
have  been  ho  well-controlled  studies  although 
Several  case  studies  jndicite__spme  effect.  The 
reJLder  Js__r_eferred__to_Silyerma 
ph  e nyl  props .no  j  amine  snd  to  Hqebel*  for  s  review 
of  the  pharmacology  of  feeding. 

Studies  with  animals  demonstrated  that  this 
drug  is  much  leas  stimulating  than  amphetamine: 
In  comparison  it  did  hot  incresse  oxygen  con- 
sumption* snd  did  hot  sppesr  to  increase  activity 
level  as  mfichsa  amphettraine  even  though  it  ef- 
fectively Suppressed  appetite  jn  rats  as  shown  by 
Epste_Lnf_anoLunDubUshed  work  in  our  laboratory. 
It _d'jes»_hp_weyerJ  increase  srtiyity  [eyej  in*tabili- 
meter  cages.  Daily  injections  of  the  drug  reduced 
feeding  and  chronically  reduced  body  weight  ac- 
cording to  bur  unpublished  dais.  We  found  it 
selectively  inhibited  feeding,  but  hot  drinking. 
eJicited  by  electricsl  stimulstibh  of  the  hypo- 
thalamus:* Moreover,  it  depressed  hypothalamic 
self-stimulation  whereas. amphetamine. had  the 
opposite  .effect,*  Thus,.  animaJL  studies  suggested 
t_h_is__d_rug  _is__an  jeffective_appetite  suppressant 
without  disrupt^ 

next  question  was  whether  or  not  phenylpro- 
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pftnoJamjn_e_wou_ld  also  suppress  food  J n take,  in 
humana_Ieadin4X9.w*»ght  loss  without  noticeable 

P*Yc_h9  H\9A°r.    *  m_u  jatipn .  

Previous  studies  carried  out  by  this  laboratory 
with  volunteer  human  subjects  who  were  con- 
cerned with  their  weight  showed  that  phenyl  pro- 
panolamine  taken  30  minutes  before  lunch  in  a 
double-blind  study  reduced  lunch  size.!0  This 
suggested  that  taken  before  every  meal  the. drug 
wj>uld_cause_  weight  l_o_ss±  A_piJot_stu_dy_  with  30 
volunteers  indicated__t_hat  when [  taken  as  direct, 
ed  _  on  the  commercial  package,  phenyjpro- 
panolamine  caused  a  _aignificant  weight  joss  not 
matched  in  subjects  taking  a  placebo  similar  in 
appearance  but  containing  no  active  ingre- 
dients." 

The  current  experiment  Wis  designed  as  a 
larger  scale  study  of  the  effect  of  phenylpro? 
panolamine  oh  weight  loss  in  a  double-blind 
crosscver  experiment .with  seveoty  subjects^  each 
se_ry_ing_ as_his_or  Jier.own  control.  We_  found  that 
p_h  e  nyj  prop  a  no  jam  i  ne  c  a  n  c  a  u  se  a  statistically 
significant  weight  loss. 


Method 

Subjects.  Subjects  were  volunteers  from  the 
Princeton  area  who  answered  an  advertisement 
for  people  interested  in  their  weight;  Each  pro* 
spective  subject  was  told  that  this  was  a  medically 
supervised,  scientific  study  involving  ah  over  the 
counter,  nonprescription  appetite  .suppressant 
arid  a  placebo:  It  was  ex plaLneiUhat  thex  would 
receive  e  a  ch  p  i  I J  _  h  a  If  _t  he  _t  i  me,  _  bu it  _  that  t  hey 
wo_uJd_  not  be  _tO_ld_ when  they'  were  given  one  or 
t_he_ot her.  They  were  further  told  that  each  person 
who  completed  the  study  would  receive  $20.00 
and  a  month's  supply  of  pills  if  they  wanted  it  at 
the  end  of  the  study.  Following  an  examination 
by  the  physician  for  evidenced  heart  condition, 
high  blood  pressure,  thyroid  disease,  diabetes  or 
other  conditions  for  which  use  of  phenylpro- 
panolamine  might  possibly  be  cQntraindjcated, 
e  a  ch  volu  nteer  w AS_giV_en  a  b  loodtest  I S  M  A ;  CBS 
^+  DLF F T£ _  by  _r  a  d  io  a sway)  w  h ic h  was  a n  ajyzed 
bx -the  .laboratory  of  the  Med ical  Center  at 
W  nee  ton.  Seventy  persons,  50  females  and  20 
males,  were  accepted  by  the  physician  and  subse 
quently  completed  the  study.  A  description  of  the 
study  population  by  age  arid  weight  is  found  iri 
Table  1.  The  weight  rarige  information  for .each 
subject  was  determined  with  the  use  of  the. Desir- 
able Weight  Rarige  table,  found  inJhe  Statistical 
Bulletin  of  the  Metropolitan  L  ife  J  n  sura  nee  Com  * 
pa  n\\  V oJ um  e_4  0,  _No yem  be r •  De ce  m b e r f  1 9 59,  As 
can _be_  seen __in  Table  I,  two  subjects  fell  below 
their  desirable  weight  range  according  to  the 
Metropolitan  table  and  eight  fell  within  their 
desirable  range.  All  other  subjects  were  above 
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Tab*  (:  DUtrlbutton  of  subjects  by  Aga,  Sax 
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14 
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Underweight 

0 

2 

2 
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2 
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,1-15  pound! 
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;•  »  15 

25 
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;  ^  7 

15 

25.1  poundiovtr- 
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■  *  —  .•  * 

10 

'!"  10 

 20 

N-70 

•as 

Mali 

_e 

12 

20 

Final* 

36 

24 

_  so 

N-70 


their  desirable  rarige:  The  ages  of.  the  subjects 
ranged  from  IB  to  64,  the  initial  weights  from  1 13 

to_2_61_  pounds,  

Procedure,  Each  subject  received  phenylpro- 
panolamine hydrochloride'  during jhejwo  weeks 
of  .a.e  study  and  the  placebo  for  two  weeks  The 
subjects  were  randomly  assigned  to  either  the 
drug-placebo  order  of  testing  (two  weeks  of 
phenylpropanolamine  followed  by  two  week!  of 
placebo)  or  the  placebo-drug  order  (placebo  fol- 
lowed by  the  drug)  .The.  order  _was_ counter- 
balanced. so  thatabout.  half  the  subjects  had  the 
drug  .firsthand  the .other  ha If  had  placebp  first. 
The  assignments „mre  acc«rr^ha^^  j_n  twq  steps. 
The  principal  investigator  awigned  subject  nurn- 
bers  to  conditions,  and  the  technicians  assigned 
the  numbers  to  the  subjects  in  th«  order  iri 
'  which  they  appeared  on  the  first  day  of  the  study! 
The  technicians  did  not  know  which  subjects  were 
assigned  to  which  condition  or  even  how  many 
conditions  there  were;  The.  .subjects  knew  . only 
their  assigned  numbers  and.  that_by_the  end ^of  the 
study  they  would.  haye__t_aken__c_ai:h_pill_ half  the 
time.    No   special    diets   were    prescribed  or 

•  HungrVi,  Alleghany  Pharrhacal  Corp! 
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eutgested.  The-subjects  were  requwt_ed_tq_»rrive 
at  the  etudy  office  each  weekday  for  four  weeks  at 
approximately  the  ume  tlme__of._day  t*  be 
weired  by  one  of.three  technicians  end  to 
recsiv*  i  vial.of  three  pills,  oni i  of  which  wis  to 
be  liken  i_  h«lf  hour  before  each  meal. 

Pills  were  provided  by  the  manufacturer  iTLthe 
form  as  sold  over  the  counter  (25  mg)  except  that 
the  placebos  contained  no  phenylpropanolamine. 
All  pills  wertpliced  in  clear  gelstin.cspsules  so 
there  would  be  no  difference  in  appesrance  or 
taste  ^e  principal  instigator  placed  the  cap- 
sules containing,  either  _  phenylpropanolamine 
pilli  or  ptacebo.^iJls  into  vials,  three  per vial, 
which  wer*  Labeled with  the  subjects >»™**t* 
grid  the  day  the  capsules  were  to  be  taken,  me 
technicians  were  responsible  ^r  seeing^each 
subject  was  given  the  proper  vial  eacbday,  V_n 
weekends  or  other  brief  holidays  jwbjects  were 
given  two  or  three  dated  vials  of  capsules,  enough 
lp  last  until  their  next  appointment  st  the  labora- 

l°  Ail  subjects  were  also  requested  to  fill  out  two 
questionnaires  daily,  the  first  of  which  described 


what  Was  eaten  at  each  meal,  the  time  each  piU 
-  2*  taken  the  subjects'.perception  of  the  size  of 
the  meal  relative  JO.  their  typical i  meal  sue  and 
the  occurfence__o_f_anack8 ,  and  their  sue.  The 
iecond  questionnaire  was  designed  to  provide  in, 
formation  on  physical  symptoms  experienced 

each  day  and  eleep i  patterns  

On  the  final  day  of  the  stiidy  numerous.anthrp- 
pomorphic  measurements  were  taken  of  each  sub- 
ject for  future  reference ,_and  a final weight  was 
recorded.  The  principal_investig_ator  or  tne  super 
visor  informed  each  subject  how  much  weight  he 
or  she  had  lost  _Q_r_jgained  with  the  placebo^and 
with  thedrug  without  revealing  the  PaUem of >H 
distribution.  The  subjects  were  gwen^C.OO  and. 
if  they  wished,  a  month's  supply  of  the  drug. 

Results  -  - 

The  mean  body  weighU_for_each_weighing  for 
ill  subjects  are  Jhown  graphically  in  Figure ;  1.  It 
is  evident  from  Figure.  1  that  in  the  first  two-wetk 
period  (left  half  _of_  the  .figure)  both  the i  subjects 
taking  phenylpropanolamine  and  those  takinp 
the  placebo  lost  weight,  but  those  taking  the  arup 
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Figure  it  Subjecta  llopJlhe)  taking 
prnblamlhiltor  two  weeks  loitowedbr  placebo 
fc  Jwo  week,  lost  weight  wMh  tha  drugAnd 
gained  weight  with  piacabo.  Subjecta  (bottom 


Hna] i  taking Jhe  placebo JJrat Jp_a! .walflht  during 
6dJh_pjtfioda,_VBltieB  sre_flj*an  lor  the  tan 
weighing!  In  each  two  week  period  (I*.,  no 
weighing!  on  weekanda). 
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Tabla  M:  Maan  Body  Weight  et  tha  Baginning  (Rrat  Wtfghtj  and  at  tha  End  (Tanth  Weight)  of  Etch  Two 
Weak  Tast  Period.  Each  Subject  Took  Phony IpropanolunkH  frafoT*  Muli  for  Ono  Period  and  ■  Placabo 
tor  I  ho  Olhor  Period.  Nat  Chango  In  Body  WtlgM  and  Paroant  of  Body  Walght  Loaa  Art  Alto  Shown. 


Writ  TWO  Wiihi 


ftcimtf  Twp  Wtihi 


Group 


ajrtt     Tenth  _Pb»t  Tenth 

Weight   Waktht  Change  Wat  Chang*  WiflgW   WakrW  Chapoa  Wgt  CMw 

-2.0t  -1.2  .  >r£s£*;«.ll«JM --  164.70    ,+O.tfl   .  -,  +0.2 

-1.23  ;  .-07  S  }mzr.  v  J8"?  .."J*40  T0-9 


appear  to  have  lost  more  weight:  In  the  second 
two-week  period,  shown  oh  the  right  side  of 
Figure,  U  only  those  people  who  took  _the  drug 
sh o w  _a_  1  osS- _in  wej gh L  .Weigh  t  o n_ the  _ day  when 
su  b  ject  s  we  re  s  w  i  tched  f r  o  rn  on.?..  PO  P  d  it  lo  P.  _tq_  the 
other  (midweight)  is  not  included  in  the  calcula- 
tions. 

Table  II  summarizes  the  mean  weight  of  sub- 
jects at  the  beginning  and  end  of  each  two-week 
test.  People  taking  the  drug  the  first  two  weeks 
lost  an  average  of  2.01  pounds*  then  gained  back 
0116  pounds  on  placebo:  The  other  group  of  peor 
pie  who  had  placebo  fiist+  lost  l._23_  pounds  _and 
t  be  n  1q  st^  1 , 40_  pound  s_  wj  t  h  _t_he_  d  r  u  p.  Co m bin  in g 
the _twg^ouj?s_w_ith_out  regard  for  wi.i».h  pill  came 
first,  the  70  subjects  lost  1.7  pounds  with  the  drug 
and  0,54  pounds  with  the  placebo^  This  is  shown 
in  Figure  2  as  a  mean  percent  weight  change. 

An  analysis  of  variance  was  performed  bh  the 
percentages  of  weight- lost  during  each  drug  ad* 
m iiriistr at ibh-  period!  That  is.  for  each  subject  we 
calculated  the  percent  loss  (or  gain)  relative  to 
the  initial  weighing  of.tbat  drug  administration 
period.  In  the  first  period  the 


%  weight  change 


weight  (day  10)  -weight  (day  I). 


.weight  (day  1) 
Likewise,  in  the  second  period, 
~      .  ■  "  weight  (day  21)  -weight  (day  12). 

%  we.ght  change-  weight  (day  J2> 

The.  per  cent  body  weight  change  _fo_r_  both  groups 
appears  in_  Table.  II,_ The  analysis  of  ya riance  in 
Table  III  shows  that  the  percent  weight  loss  at- 
tributable to  phenylpropanolamine  is  statistically 
reliable  (F-12,75  p<0  001)  but  that  the  loss  due 
to  this  drug  was  different  for  the  two  groups 
depending  on  which  pill  they  had  first!  This  find- 
ing was  cbhfirmed  by  a  significant  drug  by  group 
interaction  lF-8.904  p<0,01)._ 
__  W  it  h  i  n.  the .  f i  r_s_t  _  t  wo-_we  e  k  t  ime  _pe  r  io  d  ,  _  bot  h 
groups  lost  weight  although  the  group  taking 
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phenylpropanolamine  during,  that  period  lost 
more  (phenylpropanolamine,  1.2%  weight  loss  vs. 
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Figure  2:  Parcont  walght  changa  from  tha 
itartlng  walght  showing  that  phanylpropsnols- 
mina  and  placabo  are  both  associated  with 
weight  loaa  tha  first  two  waaka,  but  tha  irug- 
Induced  weight  toss  Is  greater  (Wl  hand  bar  In 
ia_c_h  pair)  and  only  tha  drug  caused  walght 
Ion  Iha  second  two  waaka  (right  hand  bar  In 
aach  pair). 
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libit  Hi:  £halyili  of  Vartanca  of  Mun  Parcant 
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placebo  0J7_%l.__Pos_t___hoc comparisons  (Sheffe 
m  et hod )_  of  these  mean  losses  i  nd  i  c  a  ted  t  h  a  t  t  he 
difference  was  not  statistically  reliable  (f  Uo6B) 
-2.71,p>.05).  However  this  comparison  between 
the  mean  percent  weight  lc«s of  the  two  groups 
during  the  second  two. week  period  (phenylpro- 
panolamine 0.95  weight  loss  vs.  placebo  0.2'* 
weight  gain)  was  significant  (F  (1.68)  -13.10, 

p<.05).   , 

Ove r  t  he  entire,  month  of  st  udy,  a  greater  lota  I 
loss  occu_rred_for_the  placebodrug  group  (overall 
2 J53_ pounds,  a  1.6%  loss)  because  the  other-group, 
drug-placebo  (overall  1  B5  pounds,  1.0^  loss) 
actually  gained  a  small  amount  of  weight  during 


O 


P<D.D01 


Figura  3:  Tha  xombJned  maan  percent  walghl 
k»««  for  ■>!  70  aubiects  whan  taking  phanylpro- 
p^nolamlna  algniljcanlly  aicaadad  walghl  loss 
whan  taking  lha  placabo. 


the  time  they  were  receiving  the  placebo.  Figure  3 
ahows  the  overall  effects  of  4^enyU)roja  nol_am_ine 
vs.  placebo  in  terms.  _oLj>e_r_  cent ;  wei^ht__loss. 
Whereas  Eigu_re_ _2. _dep_i_cts  _th^ 
phenylpropanolamine  in  producing  weight  loss 
for.each  order  of  drug  administration.  When  sex 
w«_<-dded  to  the  previous  analysis  as  another 
variable,  there  were  no  significant  differences  in 
weight  loss  between  men  and  women: 

Summarizing  this  body.weightdata,  it. is  clear 
that  the  placebo  had  a  itrong.effect_in.the  first 
two  week  phase  _  Of  the_  .experiment,  _  Close 
examination  of  Figure _1  shows ,  that  there  was 
even_a_dec_rease_in  weight  between  the  time  the 
§ubjects__w_ere_  firjst  weighed  during  the  doctor's 
examination Jpreweight)  and  the  first  ^ay  pills 
were  administered  a  few  days  later.  Thus  the 
subjects'  anticipation  contributed  to  weight  loss: 
both  a  placebo  effect  and  the  drug  caused  a 
weight  loss  during- the  first  two  weeks  of.the 
study,  but  only  the  drug  caused  a  weight  loss  dur- 
ing the  second  two  weeks  and  this  effect  was 

significant.  

.  The.subjective  _da_ta  on_ease  of  getting  to  sleep 
and__energy  levels  were  analysed  by  a  matched 
pairs  /-test  of  35  subjects  who  reported  at  least 
once  that  it  took  more  time  than  usual  to  fall 
asleep  the  previous  nighi.  The  mean  number  of 
such  responses  awhile-  taking  phenylpro- 
panolamine  was  L7I  arid  While  taking  the_pl.a_ 
cebo,  2:09:  The  mean  difference  _was_  not  _fo_und_  to 
be  significant.  The  corLespondjngjneans  for  the 
35  suhjects_who  recorded,  at  least .  once  that  it  iqok 
less  t_ime_Lhan__usual  to  fail  «leep  at  night  w.re 
2.14  for  the  drug  and  2.43  for  the  placebo.  The 
mean  difference  was  not  significant  Thus 
phenylpropanolamine  did  not  affect  perceived 

ease  of  falling  ssleejjr   — 

Similar  results  were  found  in  Ahe_analysis of 
energy-level  data.  The Joean_nu_mber_  of  reports 
for  those  33_subie_cts  reporting  at  least  once  that 
theyi_had_  less  energ>L  than  usual  in  the  last  24 
hours_was2.61  for  phenyipropancli-inc  and  2.61 
for  the  placebo,  iLe.  no  difference  at  all.  For  the  32 
subjects  reporting  more  energy  in  the  previous  24 
hours  the  mean  number  of  auch  daily  responses 
for  the  drug  was-i:69,  for  the  placebo  1.50,  again 
hot  significant;  These  results  shaw  that  this  drup 
did  riOt  afleci  ileepingiiabjts_or_energ)' levels  an> 

1  differenOy  than  di_d_the  placebo,  

__On  theiiestion L  which  asked  if  subjects  noticed 
anxunusuai  tastes .  or ^  feel[ngL  there  were  so  few 
responses  of  any  kind  that  an  analysis  was  not  at- 

•  tempted. 

The  subjects*  personal  records  of  meals;  snack* 
and  whether  they  ate  less,  the  same,  or  more  than 
usual  ai  each  meal  proved  very  interestinp .. Eac h 
of  the  significant  results  in  .Table  J.V  was  .in.  the 
direction  one  would  expect  for  an  effective  appe- 
Cbesity/Banatric  Med.  Vol.  4.  No  5;  1975 
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Ta  b  to  IV :  M van  N  umber  of  " L tat  than  Ueual"  and  "Mora  than  Usuaf  Raaponsaa  for  Meale  and  Snacke, 
and  Total  N  urn  bar  ol  Snacki  


jja  an  jjaaw 

K«»ponM»  JlaspOAMt 
lor  Or ug        fof  Placabo  DNtoranca 


'ftaipooctod  "Ala  teas  than  utual": 


Levtl 

-of- 
•4qn1f. 


Breakfast 

49 

4.06 

4.12 

-J04 

-p.ii 

NS 

AM  snack 

39 

351 

292 

M 

121 

NS 

•  Lunch 

60 

4  10 

3.73 

37 

NS 

PM  snack 

46 

367 

3  17 

30 

t;« 

NS 

Supper 

**••*'•••. 

59 

3.7 1- 

2.71 

1^6 

,00$ 

Evanlng  tnack 

'•vli  ' 

49 

3.45 

2  JO 

35 

133 

NS 

Total  maalt 

and  shack* 

•  :4r-° 

70 

1649* 

14.00 

2.49 

2  68 

-01 

icpondad  "Ala  n 

nor*  than  usual": 

Braanfast 

56 

1.50 

1T 

-27 

-0.97 

NS 

AM  snsck 

29 

1.66 

1.66 

.00 

.00 

NS 

Lunch 

51 

2.02 

2.43 

-.41 

129 

NS 

PM  snsck 

47 

1.47 

1.96* 

-31 

2.11 

.025 

Soppar 

57 

2.25 

2.60 

-35 

134 

NS 

Evtning  truck 

59 

231 

2.77* 

-.46 

1.66 

.05 

Total  mean 

and  snscKs 

70 

6.09 

-136 

259 

.01 

Total  mimbar  of  snacks  ragerdtsss  ol  siza: 

  66  1493 


•Statistically  mtgni ficant 


tite  suppressant!  For  example,  (here  were  signif- 
icantly more  responses  of  "ate_/Ms  than  usual" 
for  supper  for  peopleoiithe_drugAhanPn  placebo. 
Co nverselyv  in _t h_e_  "ate  more  t ha n_  usu a  I' '  cate - 
gpry^  a_f ter_ no  o n  and  evening  snacks  were  i  nd  i • 
cated  more  often  by  people  on  placebo  than  peo* 
pie  on  the  drug.  Also  revealing  is  the  total  num- 
ber of  snacks  reported.  Subjects  taking  trie  drug 
reported  a  mean  of  14.9  snacks.  Wherv taking  pla- 
cebo they  reported  1613  snacks  (t- 1;99,  p<0;05K 
Thus,  judging  by  f  he  subjects'  own  reports  of  food 
intake,  we  would  conclude _tha_t_ the  reason,  they 
lost  more  we ight  with  the  d_r  ug  t_h a n _>V i t h_  p| aceb o 
was  be  ca  use  t  hey  a  t  el  ess,  pa  rt  i  cu  1  a  r  jy  at  supper, 
■  H d _ t hey  c u t  d own  on  t he  s i ize  and  f r eq ue n cy  o f 
afternoon  and  evening  snacks. 

Dlacuaaion 

Insurance  company  statistics  have  shown  that 
people  live  longer  if  they  keep  their  Weight  down 
to  the  young  adult  level, 12  and  some  medical. ex- 
perts maintain  that  even  Ji .transient  weigh!  loss 
to  give  the_  hea rt  .a.  restjea  n_be  benef jcla  1_  as  noted 
at  ihe_  Cjb  a -_Ge i gy_  Con fe r en ce  on  Obesity :  The 
Human  Energy  Crisis,  1973.  Therefore,  a  drug 
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which  causes. weight  lossby  .curbing, food. intake 
wiihaut_notable_siole_  effejejs  mJi5_ht_  be  a  valuable 
medjeajion  __fpr__s_°_m« [  .overweight  _pe_qple,_ 
__The  side [.effects  of  this ^drug  seem  to  be  minima] 
to  the  extent  one  can  judge  from  the  subjective 
reports  we  collected  daily.  The  drug  is  ma'keted 
widely  as  a  nasal  decongestant,  and  it  can  affect 
blood  pressure  although  this  effect  is  relatively 
minor'1  Now  that  we  have  demonstrated  a 
behavioral  effect  in  the  form  of  decreased  food  in* 
take10  with  a  Joss  of. body  weight  as  .shown -here, 
OAe  wonders  if  any_othe_r_  behavior  systems,  are  af. 
[ected,  At  the  present .  time  there  seem,  to  be  no 
studies  looking for any  influence  on  thirst,  sex  or 
other  basic  behavior  patterns  in  humans.  Several 
studies  report  no  evidence  that  the  drug  is  a 
stimulant  at  the  dose  tested,5 

If  subjects  can  detect  side  effects,  there  is 
always  a  possibility  in  human  experiments  of  this 
type  that  they  give  results  due  to  their  expecta- 
tions, which  ihey_tben  JaJ>eLas_sid_ejeifects11_The 
effect.  we_  .observed __fpr ___p_heny_lprppano.lamine 
wp_uLd .seem  to  be  reasonably-  specific  becaust 
there  was  no  effect  on  the  subjective  reports  of 
feelings  or  energy  level  even  though  there  was  a 
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weight  jqss.  Similarly, .  in  pur  studies  of  lunch  size, 
the  subjects  ate  less  on  drug  days  but  generally 
did  not  report  feeling  any  different  when  they 
filled  but-the  questionnaires  immediately  ifter 
the  meat.  Therefore,  we  assume  that  the  subjects' 
expectations  were  properly  accouhted  for  by_  the 
placebo  control  procedures  arid  within-subject 
comparisons  . built  jnto  this  study.  

One  should  also_be  AWtre  thjLtourevidence  for 
a  _statistj_cjLllyAignifica_n_t_  weight  joss  jn  a  two- 
week  period  docs  not  mean  that  this  rate  of  loss 
would  be  continued  over  longer  periods.  Drug 
tolerance  and  a  myriad  of  other  physiological  and 
social  factors  could  affect  longer  term  results; 

Both  the  pilot  study  and  the  present  study 
ihowed  a  statistically  significant  weight  loss  with 
phenylpropanolamine.  Statistical  significance 
does  not  necessarily  imply. medical  significance; 
d QCtor s  ca n  _jud  ge  _whether_  o_r__not_ the_  a i  ye r a ge 
weight  losses  reported  here  are  worthwhile.  In 
9  u_ r_  .t  wo- wee  k  p  ilc  t  st  u  dy  with  30  su  bje  cts,  1 5  on 
phenylpropanolamine  and  15  on  placebo,  the 
phenylpropanolamine  subjects  lost  weight.  3.8 
pounds,  arid  the  placebo  subjects  did  hot;  In  the 
present  study  with  70  subjects,  all  of  whom  had 
both  phenylpropanolamine  and  placebo  tests,_th_e 
subjects  tost  about  one  pound _in  anticipation  of 
the  study,  another  one  Or  twopoundsin  the  first 
two  weeks  depending  _on_  whether  they  had  the 
placebo.or  the  drug,  and  a  third  pound  in  ^he 
second  two  weeks  if  the) had  the  drug  there  was 
an  indication  that  the  drug  started  woiking  the 
first  day  :  the  rne^  n  we  i  gh  t  fb  r  peb  p  1  e  w  hb  smarted 
taking  the  drug  was  significantly  lower  the  second 


day  than  the  first  arid  this  was  hot  true  for  people 
who  started  on  the  placebo;  The  overall  results 
show  that  phenylpropanolamine  t25jng)  can  on 
the  average  cause  at.  Le*st_aome_weight_loss  and 
this,  of  course,,  means  .that  some  individuals 
might  lose _many .pounds  and  others  not  at  all. 
Gjyen  pur  positive  results  and  the  fact  that  most 
people  by  far  do  not  find  this  drug  to  be  a  stimu 
lant,  it  is  reasonable  to  suggest  that  this  is  a  drug 
of  choice  in  a  doctor's  search  for  «h  appetite  sup- 
pressant that  is  iredically  useful  for  some  over- 
weight patients. 

In  cbncliisibh.-this  study  .repe_ats__on_  a_largei 
scale  the  basic  Jindingof  our  j>_rior  study  and 
dem_onstra_tes__conclusively  .that  phenylpro- 
panolamine  can  cause  a  statistically  .significant 
weight.,  low  in  people  who  take  it  as  directed 
on  the  package  Specifically  we  found  the 
following:  1)  The  70  subjects  in  this  experiment 
lost  weight  significantly  over  a- two-week  period 
when  they  tbbk  phehylprbpahblamihe- compared 
to  a  placebo;  2)  they  reported  iiO  feelings  of 
altered  energy  level  arid  found  faUing  asleep  no 
more  Or  less. easy  $ba_n_usualL3J_t_heir  foo_d  intake 
was.  sign if ica nt ly_  a ffected  .accord ing  to  their  own 
reports.  When  taking  phenylpropanolamine  the 
subjects  reported  eating  smaller  suppers  and  few. 
er  snacks. 

These  data  therefore  demonstrate  that  phenyl- 
propanolamine  was  effective  in  producing  a 
short-term  weight  loss  in  the  population  sampled. 
They  further  suggest  that  weight  loss  was  accom- 
plished; at  least  in  part,  by  a  decrease  in  food  in- 
take. Gl 
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Ms.  Dakar.  Thank  you  very  much. 

Dr.  Silverman.  Thank  you,  Professor  Coons.  Now,  if  we  could 
have  the  committee's  indulgence  arid  even  though  they  have  no 
preprepared  statements,  I  would  like  to  ask  if  it  would  be  appropri- 
ate, and  I  would  gladly  give  up  my  seat  if  the  three  consumers 
could  come  to  the  front  and  present  their  own  testimony. 

Ms.  Oakar.  What  I  would  like  to  do  first  is  have  the  committee 
ask  questions  first  and  then  have  the  witnesses,  and  we'll  ask  ques- 
tions. 

Dr.  Silverman.  Of  course. 

Ms.  Oakar.  Mr.  Lantos? 

Mr.  Lantos.  Thank  you,  Madam  Chairman. 

Dr.  Winick,  I  was  very  much  impressed  by  your  testimony,  and 
there  is  just  one  item  I'd  like  to  explore  with  you.  Did  I  hear  you 
correctly  that  101  substances  were  more  frequent  in  their  appear- 
ance? 

Dr.  Winick.  Yes,  sir,  that's  correct. 
.  Mr.  Lantos.  Could  you  expand  on  that  study  a  bit,  because  I  find 
it  startling? 

Dr.  Winick.  The  Drug  Abuse  Warning  Network,  Mr.  Lantos,  is 
the  country  s  most  broad-based  and  representative  program  to  col- 
lect information  on  overdoses,  accidents  with  drugs,  and  so  forth. 
Its  unlike  the  poison  control  report,  which  was  a  one-shot  and  cov- 
^rA^ir?Tfinite  Period  of  time-  The  emergency  rooms  that  report  to 
StKa  ii  which  is  an  agency  jointly  sponsored  by  the  DEA  and 
NIDA,  do  so  on  a  regular  basis.  They  report  all  emergencies  that 
come  to  them.  And  the  results  are  analyzed  on  a  quarterly  basis 
and  they  Jiave  been  published  now  for  10  years.  In  the  most  recent 
one,  which  covers  the  third  quarter  of  1982,  of  the  many  substances 
listed,  101  jvere  more  frequently  cited  than  PPA,  and  PPA  account- 
ed for  .017,  less  than  one-fifth  of  1  percent  of  all  of  those  men- 
tioned. 

Mr.  Lantos.  I  hope  my  next  question  is  not  an  unfair  one  How 
many  of  the  101  substances  which  appeared  more  frequently  have 
been  ruled  off  the  market? 

Dr.  Winick.  Well,  some  of  them,  of  course,  are  illegal  substances, 
such  as  heroin.  They're  not  available  at  all. 

Mr.  Lantos.  Yes. 

Dr.  Winick.  So  that  includes  many  substances  which_ either  are 
illegal  or,  like  cocaine,  which  may  have  an  accepted  medical  use 
but  wfuch  are  used  for  mood  modification  in  an  illegal  manner. 

Mr.  Lantos.  Are  there  any  of  the  101  which  appeared  more  fre- 
quently which  are  not  illegal  that  have  been  taken  off  the  market? 

Dr.  Winick.  No,  not  to  my  knowledge, 

Mr.  Lantos.  So  what  you  are  suggesting  is  that  substances  which 
appear  more  frequently  in  the  DAWN  study  are*on  the  market? 
Dr.  Winick.  Very  much  so;  yes. 

Mr.  Lantos.  Very  much  on  the  market.  Could  you  give  us  exam- 
ples, any  of  you  gentlemen,  of  these  substances,  any  of  these  sub- 
stances?  

Br.  Winick.  No; 

Mr.  Lantos.  For  a  layman  it's  fascinating  4:o  observe  why  the  on- 
slaught on  PPA  when  apparently  there  are  dramatically  more  dan- 
gerous substances,  and  many  of  them,  which  are  freely  being  sold. 
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Dr.  Winick.  Well,  for  example,  there  are  many  barbiturates  on 
the  list,  caffeine,  for  example,  is  number  90  in  terms  of  mentions. 
Aspirin  is  number  50.  In  other  words,  there  are  a  number  of 
widely-used  substances  that  are  much  more  frequently  cited  than 
PPA. 

Mr.  Lantos.  I  have  a  question,  if  I  may,  Madam  Chairman,  to 
Dr.  Coons;  As  I  take  it,  your  testimony  is  that  rats  don't  read  the 
newspapers  and  do  not  watch  television,  therefore,  are  not  influ- 
enced by  the  manipulation  of  the  advertising  agencies. 

Dr.  Coons.  Well,  they're  innocent  of  media  influence,  I  trus'. 

Mr.  Lantos.  You  think  they're  innocent  of  media  influence? 

Assuming  that  that  is  correct,  could  you  expand  on  that  study? 
Because  I  find  that  a  great  deal  of  the  earlier  testimony  focused  on 
deceptive  advertising,  and  that  is  why  people  take  these,  and  that 
is  why  we  have  such  a  problem. 

Dr.  Coons.  Well,  we  have  a  phenomena  that  is  known  as  the  pla- 
cebo effect.  It's  often— it  often  has  very  good  properties;  that  is,  it  s 
a  psychological  effect:  A  person  thinks  they're  getting  a  drug  and 
they  aren't;  thev're  getting  a  sugar  pill,  but  they  go  ahead  and  do 
very  well.  Then,  however,  there  are  people  who  think  they  re  get- 
ting a  drug  who  have  some  other  psychological  reaction  to  the 
drug,  which  is  really  a  sugar  pill,  and  have  a  bad  effect.   

So  what  you  have  to  do  to  get  around  that  is  to  test  in  animals 
and, 'as  I  said  before,  they're  innocent  of  these  kinds  of  influences, 
of  preconceptions  of  what  a  drug  might  do  for  them  or  fears  they 
might  harbor  about  a  drug.  Thus,  you  can  look  at  the  outcome  of  a 
drug  treatment  in  animals,  with  appropriate  controls,  a3  bearing:  a 
great  deal  of  weight  in  telling  what  the  true  effect  of  the  drug  is, 
over  and  above  the  placebo  effect  or,  in  other  words,  the  powers  of 
suggestion.  __  .  ,      ou  . 

Mr.  Lantos.  I  have  jne  final  question,  if  I  may,  Madam  Chair- 
man. ---  .   .  —   

It's  not  unusual  for  professionals  in  various  disciplines,  even 
economists,  to  disagree.  And  we  have  heard  physicians  who  have 
taken  a  point  of  view  different  from  what  we  have  Jieard  jately.  1 
would  like  to  get  a  general  statement  from  each  of  you  if  I  may, 
whether  on  balance  it  is  your  view  that  the  products  we  are  dis- 
cussing here  are  harmful  or  helpful  to  the  American  public. 

Dr  Silverman.  Well,  let  me  start  off  and  let  me  say  as  firmly 
and  as  convincingly  as  I  can  that  the  products  that  we  are  discuss- 
ing- that  is,  the  OTC  products  in  general— and  phenylpropanola- 
mine specifically— are  safe,  they're  efficacious,  and  in  my  opinion 
as  a  professor  of  pharmacy,  for  upward  of  30  years,  there  s  no  ques- 
tion but  what  the  American  public  is  receiving  are  safe  and  ettiea- 
cious  OTC  medicines,  very  helpful  medicines.  . 

In  point  of  fact,  and  something  that  was  not  yet  mentioned 
during  today's  review  and  hearing,  is  that  not  just  one,  not  just 
two  but  actually  three  FDA  review  panels  have  reviewed  phenyl- 
propanolamine specifically  from  the  standpoint  of  safety,  beginning 
with  the  cough  and  cold  panel,  whose  monograph  was  published  in 
1976*  the  weight  control  monograph,  which  was  published. i_n_iy»4 
and  a  monograph  also  published  in  1982,  which  always  seems  to 
get  lost  in  the  cracks,  but  which  reports  on  the  and  use  of  phenyl- 
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propanolamine  in  the  oral  cavity,  finding  phenylpropanolamine  to 
be  safe. 

Three  separate  expert  panels  found  phenylpropanolamine  to  be 
safe,  three  independent  expert  panels  working  at  different  periods 
of  time  over  a  period  of  approximately  7  years,  with  the  latest 
monograph  published  only  in  May  1982.  PP A  is  a  very  safe  and  a 
very  efficacious  drug.  Of  this  I  am  absolutely  convinced. 

Dr.  Goons.  Well,  human  research  is  not  my  specialty  so  I  would, 
again,  address  nyself  to  the  rats  and  say  that  I  think  that  PPA,  in 
the-  

Ms.  Oakar.  There  is  a  similarity? 

Dr.  Coons.  Yes.  In  the  doses  that  I've  administered  in  my  study, 
which  went  from  half  the  normal  dose  up  to  20  times  the  normal 
dose  equivalent  for  humans,  was  safe.  These  were  in  normal  ten- 
sive rats,  not  the  rats,  that  are  hypertensive-prone,  as  you  heard 
from  Dr.  Mueller.  So,  that's  my  contribution. 

Unidentified  Voice.  Several  years  ago,  just  about  25  years  ago,  I 
was  an  anesthesiologist  and  I  have  learned,  I  believed,  quite  a  bit 
about  medicine  because  I  was  dealing  with  life  and  death  every 
day.  I  left  anesthesiology  voluntarily  because  my  first  love  was  to 
treat  obese  individuals,  and  they  always  remind  me  of  that  song, 
you  know,  laughing  on  the  outside  and  crying  on  the  inside,  and  I 
have  done  everything  in  my  power  to  try  to  help  then*  people  and 
they  do  need  help. 

The  amphetamines  were  taken  off  the  market  because  of  abuse. 
They  were  excellent  appetite  depressants.  Search  has  continued 
since  then,  and  I  was  involved  with  the  research  work  for  finding  a 
way  that  we  could  help  these  people,  keeping  in  mind  that  obesity, 
it'-s  a  complex  medical  disease,  and  that  you  need  to  treat  not  just 
with  medications. 

I  was  very  happy  to  contribute  to  the  research  work  on  phenyl- 
propanolamine because  I  found  that  it  is  an  adjunct,  a  very  valua- 
ble adjunct,  in  my  practice.  This  morning  we  were  talking  about 
blood  pressure,  and  so  on.  There  are  still  many  doctors  that  will 
not  give  a  medication  to  a  patient  who  happens  to  be  obese  and  has 
high  blood  pressure,  and ^yet  there  are  peopLp l that  need  these  medi- 
cations, and  I  have  found  that  blood  pressure  actually  comes  down 
because  of  the  improved  health.  That's  the  benefit  that  you  get  by 
losing  the  weight 

But  again,  you  treat  the  individual  who  happens  to  have  the  dis- 
ease^  and  not  Just  the  disease.  And  this  is  why  I  hope  that  I  will  be 
given  the  privilege  to  continue  to  use  phenylpropanolamine,  along 
with  other  modalities,  in  my  practice,  and  I  hope  that  that  day  will 
never  come  when  I  will  have  to  give  that  up. 

Thank  you. 

Dr.  Bradley.  As  stated  by  Dr.  Conte,  and  we've  heard  a  great 
deal  of  testimony  today  that  the  obese  hypertensive  is  at  great  risk 
with  this  drug,  on  the  exact  opposite  side  I  would  say  the  obese  hy- 
pertensive is  in  most  need  of  losing  weight,  because  as  a  person 
loses  weight  his  blood  pressure  tends  to  normalize. 

In  my  study,  I  entered  into  this  study  because  I  felt  a  great  need 
for  this  type  of  medicine  and  to  date  I  have  ^een  no  side  effects,  I 
have  seen  no  aggravation  of  hypertension.  I  think  this  is  a  very  im- 
portant tning.  I  am  very  much  in  favor  of  this  medicine. 
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Dr.  Silverman,  Before  Dr:  Wmick  continues.  . mM  J  just  com- 
ment; so  that  it  is  pr<  perly  highlighted,  on  the  study  of  Dr.  Brad- 
ley, Dr.  Bradley  deliberately  used  hypertensives  and  it  s  continu- 
ously said  that  only  healthy  people  are  ever  evaluated,  when  ""A 
is  tested  Now,  this  study  Was  specifically  done  to  evaluate  just 
what  is  the  effect  of  PPA  on  the  general  population. 

Dr.  Winick?  .      ,   ,  ...  

Dr  Winick.  I  would  like  to  say  that  having  looxed  at  the. litera- 
ture'on  the  effectiveness  of  PPA  in  weight  reduction,  there  is  no 
doubt  in  my  mind,  first  of  all,  that  the  accepted  criteria  for  con- 
ducting such  studies  have  been  followed.  There  is  a  standard  way 
of  doing  medical  research  with  a  comparison  group  and  using  ac- 
cepted, conventional  statistical  procedures:  ■  ■    -  -    ;  .   ;  -e 

Every  one  of  these  studies  involve  the  use  of  exactly  the  kind  ot 
methodology  that  would  be  taught  in  a  class  on  the  conduct  ot 
social  or  medical  research,  and  the  data  accumulated,  it  seems  to 
me,  are  quite  overwhelming  in  terms  of  demonstr;"  ing,  certainly, 
effectiveness  and  safety.   

In  terms  of  the  other  side  of  the  com,  the  hazards  that  have  been 
alluded  to,  my  studies  of  epidemiology  which  have  been  conducted 
by  and  for  agencies  of  the  Federal  Government,  foundations,  btate 
agencies,  and  concerned  citizens,  certainly  have  led  me  to  conclude 
that  there  is  no  hazard  of  abuse  here,  this  is  not  a  gateway  drug,  it 
doesn't  lead  to  other  drugs,  other  drugs  don  t  lead  to  it,  and  so 
forth,  and  it  seems  to  me  that  evaluating  the  very  dear  and  con- 
sistent demonstration  of  effectiveness  which  involve _the  application 
of  established  procedures  and  evaluating  the  nonexistent  risk  ot 
abuse  that  the  situation  is  a  clear  brie.       _   .    .  __. 

In  terms  of  the  nonpublication  in  the  journal,  let  me  just  say 
that  the  International  Journal  of  Obesity  is  one  of  the  worlds  lead- 
ing journals  m  the  field.  It's  relatively  new  and  perhaps  that  s  why 
it's  not  as  well  known  to  some  persons  .as_  it  might  be  It  js  a  refer- 
eed  journal  with  peer  review  and  it's  edited  by  a  very  distinguished 
scholar  in  California,  a  medical  scientist  connected  w:.h  a  medical 
school  with  an  internationally  distinguished^boarc I  of  advisory  edi- 
tors. It  perhaps  might  be  well  just  to  make  that  explicit.   

Dr  Noble.  Ms.  Oakar,  gentlemen  of  the  panel,  in  the  next  1 
minute-60  seconds-let  me  summarize  for  you  my  15  years  experi- 
ence in  treating  overweight  patients  first  as  codirector  of  the  Obe- 
sity Clinic  Of  the  University  of  Cahfornia^and  subsequently  as  di- 
rector of  my  own  private  clinic  in  San  Francisco.  First  of  all  1 
think  I've  seen  about  10,000  patients,  and  with  the  exception  of  Dr. 
Conte,  I  don't  think  anyone  has  seen  as  many  patients  as  perhaps 
he  and  I  have.  I  think  he's  seen  about  10,000,  too. 

So,  I  think  we  are  in  a  position  to  talk  about  real  experience 
These  are  people  who  come  to  us  wanting  to  lose  weight.  We  re  not 
talking  about  rats  Or  what  one  has  read  in  some  Australian  or 

faFiSypJo°intnof  these  10,000  patients,  I  can  count  only  on  1  hand- 
maybe  2-patients  over  age  70:  So,  I  would  say  to  you,  don  t  worry 
about  the  elderly  rushing  out  and  getting  diet  pills.  For  some 
reason,  they're  happy  they're  70  and  they  want  to  stay  where  they 
are  and  they  don't  want  to  lose  weight  in  general.  _ 
Ms.  Oakar.  What  about  people  who  are  over  50  or  b0.' 
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St.  Noble.  Yes,  definitely  more  in  these  groups. 
Ms.  Oakar.  You  have  to  be  worried  about-them. 
- -  Dr. .  Noble.  Yes,  but  I'd  say  70,  very  few.  There  are  some  who  are 

00  and  some  who  are  60.  The  number  seems  tolgb  down  after  that. 
Now,  with  respect  to  the  efficacy  of  phenylpropanolamine. 

Mr.  Lantos.  Couldn't  you  find  an  easier  name  so  we  can  all  pro- 
nounce it? 
Dr.  Ngble.  I  'm  sorry.  PPA . 

You  know,  it  would  be  really  great  if,  as  a  doctor,  a  patient 
comes  tc  me  seeking  to  lose  weight  if  I  could  merely  say,  "get  out 
there  and  try  willpower  and  just  cut  down  your  calories.  That 
would  be  marvelous.  But  you  have  no  idea  how  many  patients  have 
tried  this  a  thousand  times  before. 

They  come  to  the  doctor  and  they  want  him  to  give  them  some- 
thing. All  right?  So  what  do  I  give  him?  I  have  to  give  him  sbme^ 
thing.  I  find  that  phenylpropanolamine  is  just  as  good  as  anything 
by  prescription.  So  why  not  give  them  phenylpropanolamine  and 
save  them  all  the  problems  and  cost,  specially  if  there  are  no  side 
effects? 

The  second  point:  How  safe  is  phenylpropanolamine?  I  think  per- 
haps Ive  studied  phenylpropanolamine  more  than  any  other 
person  in  this  country  at  the  clinical  level.  I  would  say  I  have  seen 
and  tested  now,  in  double-blind,  well-controlled  studies  about  1,000 
patients.  These  are  very  restrictive  studies  and  we  have  to  report 
them  to  an  institutional  review  board.  We  have  to  be  totally  impar- 
tial., I  have  tested  under  these  conditions  about  a  thousand  pa- 
tients, I  would  say  600  on  obesity  and  400  on  cough/cold  prepara- 
tions. I  have  yet  to  find  one  side  effect  that  really  shook  me  up, 
with  one  exception. 

Let  me  tell  you  about  this.  In  that  216-patient  study  that  I  just 
talked  to  you  about,  which  was  a  12-hour  study.  I'm  addressing  this 
to-  some  of  these  people  who,  quote-unquote,  "Were  victimized  by 
PPA." 

_  Patients  in  this >  12-hbur  study  could  have  received  as  much  as  75 
milligrams  of  PPA.  Everything  went  fine.  However,  one  patient 
went  home  and  at  4  o'clock  the  next  day  she  called  me  saying,  "Oh, 
my  God,  Doctor,  I've  got  severe  chest  pains,  my  whole  left  side  is 
paralyzed,  I'm  short  of  breath,  I've  got  this  ringing  noise  in  my 
ears,  I  can't  even  hear  you  on  the  telephone,  I've  got  a  headache, 
get  over  here/' 

I  said,  "Oh,  my  Lord,  what  have  I  done  now?  Did  PPA  do  this?"  I 
rush  over  there.  She  was  sort  of  a  beatnik  living  in  sort  of  beatnik 
conditions.  She  looked  fine  to  me  but  she. said,_  "Doctor*  I  see  but: 
terflies  jumping  up  and  down  across  the  dresser.  Don't  you  see 
them?  I  said,  "No,  I  dont  see  them."  I  examined  her  and  found 
her  physical  state  to  be  normal. 

1  went  back  and  under  emergency  conditions  I  broke  the  code  to 
see  what  she  had  been  getting  on  the  study  Jhe_previous  day.  Lo 
and  behold,  she  was  getting  placebo,  a  dummy  pill  Now,  are  we 
going  to  ban  placebos  because  they  cause  hallucinations,  chest 
pains,  and  all  these  weird  things  that  this  patient  was  complaining 
about?  

AH  I'm  sayingJs  that  when  you  are  dealing  with  a  product  that's 
as  common  as  PPA,  there  are  going  to  be  various  reports  of  oddball 
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things  happening,  and  it  would  be  unfair  to  blame  it  all  on  PPA 
because  if  you  delve  and  probe,  !  daresay  with  most  of  these  vic- 
tims today  you  might  well  find  alternative  causes. 

Thank  you  very  much,    -  .  -    .  .„  „„ 

Dr.  Silverman.  We  might  add  that  a  placebo  is  a  sugar  pill,  an 
inert  pill;  It  has  no  activity  whatsoever.  . 

Ms.  Dakar.  And  you're  saying  that  all  of. you*  in  your  testing, 
use  placebos  and  the  patients  did  hot  know  that  they  were  getting 
placebos? 

Dr.  Noble,  Absolutely.  M 

Ms.  Oakar.  Are  you  going  to  say  that  for  the  record? 

Dr.  Funderburk.  That's  called  a  double  blind  study. 

Ms.  Oakar.  Right.  Every  single  one  of  you  is  going  to  say  that." 

Will  you  say  it,  from  Johns  Hopkins? 

Dr.  Bradley.  It's  all  controlled,  it's  all  coded,  we  cannot  look  at 
what  is  given,  we  have  to  be  impartial,  and  at  the  end  of  the  study 
then  they  Finally  tell  us  who  got  what.  ;:  -  ...   -  - 

Dr  Funderburk.  I  can  speak  to  that  from  a  statistical  point  ot 
view  and  an  experimental  design  point  of  view.  The  way  the  stud- 
ies that  we  conducted  at  Hopkins  and  that  Dr.  Noble  conducted 
and  that  all  of  us  at  this  table  have  conducted  have  been  conducted 
under  what  are  called  double  blind  conditions.  The  drugs  are  pack- 
aged by  an  independent  party  in  identical  capsules  of  identical 
shape  and  appearance.  There  is  no  way  in  which  to  tell  which  is 
the  active  drug  product  and  which  is  tbe  placebo.  ..  . 

The  patients  are  administered  the  medication  under  identica 
conditions  and  all  the  experimental  procedures  are  the  same  for  all 
the  patients  in  the  stuuy.  .         -   ,  t tt- 

There  is  absolutely  no  way  for  an  investigator  to  know  what  the 
patients  are  getting.  The  data  are  submitted  by  the  investigators  to 
the  sponsor  or  whoever  is  going  to  do  the  statistical  analysis  of  the 
data  and  at  that  point,  when  the  data  are  in  hand,  the  code  is 
broken  and  the  statistical  analysis  proceeds.  zr 

Once  the  statistical  analysis  is  completed,  then  you  have  the 
completed  report,  which  is  then  given  back  to  the  investigator,  the 
statistical  report,  for  his  clinical  evaluation  of  the  results  And 
that's  the  way  the  studies  have  been  done.  All  the  studies  that  are 
listed  here  were  conducted  using  appropriate  scientific  methodoic- 
gy  and  just  to  comment  a  bit  further  on  a  point  that  Dr.  Silverman 
made,  there  have  been  a  large  number  of  studies  conducted  under 
double  blind  conditions,  well-controlled,  elimcal  evaluations  of 
phenylpropanolamine,  at  recommended  doses,  and  the  evidence  is 
just  overwhelming  in  terms  of  the  absence  of  side  effects,  and  the 

efficacy  of  the  product.  i   l   i  «  c~u~v> 

Dr.  Silverman.  Thank  you,  Mr.  Funderburk.  Dr.  Sebok' 
Dr.  Sebok.  Overweight  people  most  of  the  time,  if  they  are  not 
sick,  are  overweight  because  they  eat  tf  much.  Most  of  them  will 
not  admit  it.  They  don't  even  .realize  it.  So,  if  we  give  them  PPA 
before  meals  and  they  unconsciously  learn  bettei ■  eatinft  habifc and 
are  not  hungry  and  will  eat  less,  this  will  help  them  for  the  future 
to  keep  up  the  good  eating  habits.  .     -.-  . 

We  don't  exfect  them  to  keep  it  up  forever.  The  aim  is  to  use 
PPA  as  a  crutch  to  help  them  to  learn  better  eating  habits.  Cer- 
tainly, either  the  doctor  or  the  person  himself  has  to  realize, 
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whether  he  is  a  candidate  to  take  PPA  or  not.  Sick  people  should 
riot  take  it. 

Ms.  Dakar.  Thank  you.  Thank  you  very  much. 

Dr.  Funderburk.  Thank  your  Madam  Chairman. 

Dr.  Silverman.  I  realize  it's  late  but  could  I  ask  the  committee's 
indulgence  for  an  afterthought  by  my  good  colleague,  Dr.  Coons? 

Ms.  Oakar.  No,  I'm  sorry  to  say.  My  colleague  has  questions,  I 
have  questions,  and  we  should  have  been  out  of  the  room  at  1 
o'clock.  We  also  want  to  hear  froiri  your  other  witnesses.  So,  let's 
proceed. 

Mr.  Bilirakis? 

Mr.  Bilirakis.  Thank  you,  Madam  Chairman. 

Well,  I  came  to  this  hearing  principally  because  I  was  concerned 
with  the  misuse  of  the  over-the-counter-type  drugs  by  the  elderly. 
And  I'm  still  concerned  with  that. 

Obviously,  I  think  that  misuse  of  any  drugs  on  the  part  of  any- 
body is  of  concern,  and  we  should  meritoriously  be  prepared  to 
tackle  those  types  of  problems.  But  I  haven't  heard  that  much  tes- 
timony in  terms  of  the  adverse  effect  on  the  elderly,  which  is  rtiy 
biggest  concern.  I  guess  the  entire  hearing  has  evolved  into  an 
attack  on—an  onslaught,  as  Mr.  Lantos  very  ably  put  it— on  PPA. 
If  PPA  is  dangerous,  then  so  be  it.  We  should  be  concerned  about 
that  too,  because  it's  going  to  affect  the  elderly  as  well  as  the  rest 
of  the  population. 

I  would  ask  Dr.  Bradley  just  very  quickly,  since  he  comes  from 
an  area  similar  to  mine,  I  am  from  the  Tampa  iiay  a^ea,  sir,  with 
about  50  percent  of  my  district  being  elderly.  In  the  studies  that 
you  referred  to,  sir,  about  how  many  elderly  were  included  in  those 
patients? 

Dr.  Bradley.  Our  protocol  allows  for  up  to  874.  That's  been  ap- 
proved by  the  Research  Committee  of  the  Miami  Heart  Institute, 
and  the  Human  Subjects  Committee.  Our  oldest  patient  so  far  has 
been  70.  We've  had  another  of  67.  I  have  an  older  population  that  I 
have  to  choose  from.  So,  they  have  been  in  the  forties,  fifties,  six- 
ties,  and  seventies,  one  aged  70. 

Mr.  Bilirakis.  Dr.  WiriicJc,  would  you  have  any  opinion,  sir,  in 
terms  of  the  percentage  of  people  who  take  PPA,  which  are  in  the 
elderly  category? 

Dr.  W>*:ick.  Well,  everything  that  I  know,  sir,  is  that  it's  a  rela- 
tively small  proportion  of  the  user  population,  and  if  you  look  at, 
say,  the  text  of  magazines  like  Modern  Maturity  or  Fifty  Plus,  even 
though  there  is,  of  course,  an  enormous  amount  of  material  on 
health,  and  on  eating  well,  there's  relatively  little  on  diet  pills  or 
various  medications  to  help  oneself  to  eat  less,  and  if  we  look  at  tlie 
data  from  DAWN  and  other  sources,  of  difficulties  that  people  have 
had,  the  senior  citizen  population  is  very,  very  small,  consistently 
small.  So,  my  sense  is  that,  A,  it's  a  relatively  small  proportion  of 
the  user  population  that  involves  seniors,  and  that  they  are,  there- 
fore, underrepresented,  and  if  they  take  it,  they  are  less  likely  to 
get  into  difficulties  than  younger  persons,  contrary  to  what  has 
been  said  about  them  in  general,  in  terms  of  these  substances. 

-[The  -following  material  was  subsequently  received  from  Dr. 
Win  ck:] 
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-  This  statement  is  submitted  for  the  record  of  the  House  Select  Committee  on 
Aging,  Subcommittee  on  Health  andfcong-Term  Care,  to  supplement _my_remarks  at 
the  July  2-1,-1983  Hearings  oh  Drug  Misuse  and  the  Elderly,  and  in  response  to  mat- 
ters raised  during  the  Hearings.  I  shall  deal  with  the  epidemiology  of  phenylpropa- 
nolamine (PPA)  use  as  it  involves  the  older  user. 


EPIDEMIOLOGY  OF  PHENYLPROPANOLAMINE  USE  BY  OLDER  PERSONS 

All  available  data,  from  survey,  marketing,  observational  and  treatment  sources 
indicate  that  senior  citizens,  defined  as  persons  aged  GO  or  more,  seldom  takes  appe- 
titie  suppressants.  For  most  of  the  senior  (60  +  ),  or  e.derly  (65-75),  or  old  (75  +  )  pop- 
ulation, the  kinds  of  •"osmetic  or  asthetic  appearahce  considerations  ^hich  may  be 
important  In  earlier  periods  of  the  life  cycle  are  Far  less  salient.  The  comments 
below  summarize  my  observations,,  i_n_a  naturalistic  market  si  phenyl- 
propanolamine purchasing  behavior of  a  substantia]_sampie_of  consumers;  two  dif- 
ferent analyses  which  1  conducted  of  phenyl  propajiolajniiie  consumer,  response 
forms;  arid  a  summary  of  industry  practice  with  respect  to  selling  phenylpropanola- 
mine products  to  persons  oyer  60.  The  studies  of  my  own  which  are  cited  below  were 
conducted  for  other  purposes,  but  it  has  been  possible  to  analyze  the  age  data  for 
purposes  of  this  submission. 

Th e  t  h ree  _siud  ics  _w h ich  cire_  sum  ma rized  below  clea rly  indicate  that  the  Use  of 
phenylpropanolamine  is_  so__minimai  that  it  cannot  be  eligible  to  be  considered  a 
health  hazard  to  senior  citizens.  ..... 

1.  Observations  of  consumers  purchasing  phenylpropanolamine  product^:. During 
1976  arid  15)77,  I  observed  over  one  thousand  persons  shopping  for  appetite  suppres- 
sants in  discount  stores,  <Jrug  stores,  arid  other  retail  establishments  selling  these 
products  in  the  Metropolitan  New  York  area.  A  sample  of  these  consumers  was 
then  approached  in  order  to  make  arrangements  for  a  personal  interview,  to  be  con- 
ducted in  their  homes,  at  their  convenience.    -_.   

My  field  notes  of  the  total  population  .obser  ved  (n  =  1,053) ^  indicates  that  11  percent 
were  between  50  and  59  years  old,  in  terms  of  their  estimated  age.  There  were  three 
purchasers  aged  60  or  more,  or  ;3  percent.  Since  these  ^observations  were  conducted 
over  a  period  of  rriariy  weeks,  their  validity  would  appear  to  be  high.  I  have  used 
similar  techniques  of  visual  assessment  of  demographic  characteristics  of  consumers 
in  studies  sponsored  by  the  National  Science  Foundation  arid  a  Presidential  Com- 
mission. [1]    __  _  __    _      __  "  " 

2.  Two  different_anajyses  of  consumer  response  forms:  I  have  conducted  two  differ- 
ent analyses  of  reports  of  consumer  experiences  with  phenylprbpariblariiirie  prod- 
ucts. In  1975,  I  studied  a  100  percent  sample  of  the  3,245  package  inserts  submitted 
to  Thompson  Medical  Company  by  purchasers  of  its appetite,  suppressants  contain- 
ing phenylprbpariblariiirie  in  1972  and  1583:  [2]  These  inserts  included  information 
on  how  long  the  product  had  been  used,  the  outcome  of  its  use,  and  demographic 
information,  including  age.    -  ~        -      -  - 

_  In  1977,  I  similarly  analyzed  all  of  the  422  inserts  received  from  phenylpropanola- 
mine users  during  a_fi_ve  week  period  in  April-May  1975.  [3]    - 

For  the  1972-73  sample,  the  average  age  of  the  consumers  was  31.8  and  .6  percent 
of  the  users  were  60  or  over.  For  the  1975  sample,  the  average  age  was  31.5  and  .5 
percent  of  the  users  aged  60  or  over.  The  60  plus  age  group  accounts  for  about  12 
percent  of  the  population.  So  that,  with  less  than . one. percent ^tually_ buying  the 
product,  senior  citizens  represent  minimal  users  of  phenyl propanciam ine  products. 
Put  another  way,  persons  over  60  are  extremely  underrep resented  amonr  phenyl- 
propanolamine users.  -  , 

3.  Industry  practice  with  respect  to  selling  phenylpropanolamine  products  in  per- 
sons over  60:  A  content  analysis  of  all  the  advertisements  in  the  two  leading  maga- 
zines for  senior  (Modern  Maturity  and  50-Plus)  for  the  period  1978-81  found  that 
there  was  not  even  one  advertisement  for  appetite  suppressants  in  these  publica- 
tions. This  study  was  conducted  as  part  of  a  _Ph,D._ thesis  on_  media  images  of  the 
aging.  [4]  The  appetite  suppressant  industry  clearly  does  not  promote  these  products 
to  senior  citizens* 

Thompson  Medical  Company  has,  on  all  of  its  phenylpropanolamine  appetite  sup- 
pressants, the  statement,  in  bold  face  type,  that  the  product  should  not  be  used  by 
persons  "Under  the  age  of  18  or  over  60  except  under  the  advice  and  supervision  of 
a  physician."    .  .:  —  -  - .  " 

The  industry  is  not  advertising  its  products  to  senior  citizens  and  Ihompson  Medi- 
cal Company  actively  discourages  persons  over  60  from  buying  them.  Since  the  stud- 
ies cited  earlier  indicate  that  senior  citizens  repre^jnt.jninimaL  users  of  phenylpro- 
panolamine  appetite  suppressants,  and  since  the  industry  advises  senior  citizens  not 
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to  buy  these;products,  there  would  seem  to  be  a  minima!  public  health  hazard  rosed 
by  senior  citizens  use  of  these  products: 
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Mr.  Biurakis.  Of  course,  since  they  are  more  likely  to  misuse  the 
drugs  as  a  result  of  not  being  able  to  understand  the  labels,  or  not 
bothering  to  read  the  labels,  or  any  of  the  other  problems  that 
result  from  being  elderly,  or  their  eating  habits  being  somewhat 
different.  I  m  certainly  not  belittling,  Madam  Chairman,  the  need 
tor  this  type  of  a  hearing  as  it  involves  our  elderly; 

Ms.  Qakar.  Right 

Mr.  Biurakis.  I'm  just  trying  to  get  to  tbe  proper  perspective  in 
terms  of  percentages. 

Ms.  Dakar.  Weil,  if  you'll  yield,  I  have  already  indicated  that  I 
will  submit  for  the  record  the  number  of  complaints  that  FDA  has 
gotten:  It  is  a  computerized  list  and  30  percent  of  them  are  over  55 
Maybe  you  don  t  consider  that  older  Americans.  We  have  had  some 
disability,  hearings  where  our  witnesses  were  30  years  old  But 
nonetheless,  you  know,  statistically  in  terms  of  the  complaints  and 
the  numbers  who  have  called  the  poison  control  center,  which  is 
part  of  FDA,  consistently  it's  a  tremendous  number  of  older  Ameri- 
cans. So  this  is  an  appropriate  committee  to  conduct  it 

But  even  if  it  weren't,  should  we  not  be  concerned  about  those 
under  dor 

Mr.  Biurakis.  Yes.  Well,  I've  made  that  comment. 
Ms.  Dakar.  Right. 

Mr  Biurakis.  And  I  certainly  think  that  we  should  be  con- 
cerned. I  don  t  like  the  age  55  level,  quite  frankly,  because  I'm  fast 
approaching  it.  I'd  like  to  raise  that,  maybe,  by  a  fewj^ears. 

I  understand  that  PPA  has  been  on  the  market  for  better  than 
40  years.  Is  that  correct? 

Dr.  Silverman.  Approximately  50  years. 

Mr.  Biurakis.  Approximately  50  years.  Has  it  been  under  attack, 
under  the  onslaught,  going  back  to  Mr.  Laritos'  word,  for  that 
period  of  time? 

Br.  Silverman.  No,  it  has  riot  been. 

Mr.  Bilirakis.  It's  just  a  recent  thing? 

Dr.  Silverman.  I  think  only  within  the  recent  past  few  years 
that  it  has  received  a  tremendous  onslaught  of  attack.  Up  to  this 
time,  and  now,  phenylpropanolamine  has  been  freely  available  in 
any  pharmacy,  arid  as  a  pharmacist  I  can  go  back  to  the  time  I 
went  to  college.  It  never  was  a  prescription  medication.  It  always 
was  an  over-the-counter  medication.  You  can  purchase  it  in  your 
pharmacy  today  under  the  original  brand  name,  t  f  Propadrine. 

If  this  drug  were  used,  for  example,  promiscuously,  as  has  been 
suggested  by  some  other  witnesses,  the  pharmacist  could  never 
stock  the  original  product  dri  his  shelves.  For  all  intents  and  pur- 
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poses,  it  is  not  used  promiscuously.  Neither  is  it  abused.  Arid  Dr. 
Winiek  testified  to  that.  _     -       -  - 

The  drug  has  received  critiques,  if  you  will,  only  within  the  last, 
oh,  perhaps  4,  perhaps  5,  years.  But  the  studies  that  have  been  re- 
ported are  not  controlled  studies.  They  are  anecdotal,  case  report 
type.  Invariably  the  study  will  turn  out  to  be  either  a  deliberate 
overdose,  where  a  person  ingested  a  handful  of  capsules,  or  ingest- 
ed a  deliberate  overdose  in  combination  with  alcohol,  or  took,  as 
one  of- the  earlier  witnesses  testified  today,  a  polypharmaceutical 
type  of  preparation  where  phenylpropanolamine  was  combined,  for 
example,  with  an  antihistamine; 

Antihistaminics  are  well  known  to  evidence  bizarre  reactions  in 
humans  when  taken  in  overdose. 

PPA  has  been  under  attack,  if  you  will,  only  in  the  last  few 
years.  The  number  of  safety  studies  on  PPA  go  back  to  the  time  it 
was  first  brought  out  onto  the  market,  and  that  was  in  the  late 
1980s.  It  has  been  studied  in  animals  since  that  time  and  it  never 
would  have  been  brought  onto  the  market  in  the  first  place,  re- 
leased by  the  FDA,  if  you  will,  if  it  were  not  a  safe  drug. 

While  the  FDA,  in  1962,  I  think,  after  the  Kefauver  bill  was 
passed,  required  new  drugs  to  show  both  safety  and  efficacy,  up  to 
that  time  a  drug  would  appear  on  the  market  only  if  it  were  safe. 
The  fact  that  phenylpropanolamine  was  marketed,  as  well  as 
many,  many  other  drugs  before  that  time,  indicated  without  ques- 
tion that  FDA  had  reviewed  it  from  the  standpoint  of  safety.  

From  the  standpoint  of  efficacy,  in  the  last  several  years  and 
going  even  beyond  that,  dozens  of  studies,  well  nigh  50-odd  studies, 
have  now  been  completed,  showing  phenylpropanolamine  as  an  ef- 
ficacious drug.  And  I  believe  that  none  of  the  witnesses  who  pre- 
ceded this  panel  testified  or  indicated  that  phenylpropanolamine 
was  not  efficacious.  They  all  said  it  was  efficacious.  It  would  cause 
a  decrease  in  appetite.  

Arid  if  the  question  of  safety  has  arisen,  it  is  only  because  ot 
anecdotal  studies.  And  if  the  question  of  safety  is  pointed  out  in 
terms  of  a  so-called  controlled  study,  that  study,  completed  in  Aus- 
tralia, was  not  done  in  this  country  and  was  used  with  a  so-called 
phenylpropanolamine  which  was  never  identified  as  the  same 
drug— and  let  me  use  a  tongue  twister— the  same  stereoisomer,  the 
same  actual  phenylpropanolamine,  that  is  used  in  this  country. 

You  can  take  this  chemical  and  produce  approximately  eighty dif- 
ferent modifications  of  it:  Some  modifications  have  greater  effect; 
some  have  a  lesser  effect.      -  ...   - 

The  product  that  was  used  in  Australia,  from  at  least  the  pack- 
age indication,  showed  it  to  be  a  phenylpropanolamine  of  a  differ- 
ent stereoisometric  characteristic.  _  -  - 

Mr.  Bilirakis.  But  Dr.  Silverman,  with  an  answer  somewhat 
briefer  than  this  last  one,  I  wonder,  could  you  tell  us  very  quickly 
why  do  you  think,  that  PPA— and  I'll  continue  to  use  the  simpler 
term— has  been  under  attack  during  these  last  3  to  4  years?  Why  is 
it  under  attack  now?   -  -  -  . 

Dr.  Silverman.  I  can  offer  a  speculation.  I  believe  it  h^  been 
under  attack  because,  for  whatever  reason,  there  has  been  the  pro- 
miscuous promotion  of  this  product  in  combination  with  caffejme 
arid  ephedrine  as  a  so-called  high  drug.  Mail  order  promotion  has 
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hurt  a  lot  of  legitimate  drugs.  This  preparation  has  been  under 
attack  because  of  the  so-called  look  alike  problem  which  is  still  not 
yet  controlled. 

I  can,  and  I  have  done  this;  purchased  through  mail  order;  prep- 
arations containing  phenylpropanolamine  and  caffeine,  both  of 
which  are  in  overdose.  In  other  words,  the  tablets  contained  more 
PEA  and  more  caffeine  than  are  permitted  by  law. 

This  is  where  the  real  problem  is  and  this,  I  would  submit  tb  the 
committee,  with  all  due  respect,  is  where  the  attention  should  be 
Placed.  If  you  can  stop  the  mailorder  promoters  from  promoting 
the  illicit,  illegal  use  of  the  stimulant  effect  of  these  look  aljkes, 
the  problem,  as  we  think  we  believe  it  to  be  a  problem,  will  vanish. 

Mr.  Bilirakis.  Very  good.  Dr.  Coons,  I  know  you're  very  anxious 
to  comment. 

Dr.  Coons.  Oh,  yes.  I  just  want  to  comment,  again,  on  the  place- 
bo effect.  Where  you  have  a  look  alike,  you  are  going  to  hay e_  an 
act  alike.  Just  by  the  powers  of  suggestion.  And  ±his  is  precisely 
where  animal  studies  are  extremely  important.  My  rats  showed 
that  there  was  absolutely  no  euphoric  or  high  effect  of  phenylpro- 
panolamine.  

PPA  is  chemically  related  to  dexedrine.  But  whereas  dexedririe, 
or  d-amphetamine,  produces  a  great  high  in  rats,  phenylpropanola- 
mine emphatically  does  not.  If  anything,  it  does  slightly  the  oppo- 
site, 

Mr.  Bilirakis.  It  sounds  like  bur  attention,  maybe,  should  be  fo- 
cused to  the  look  alikes  and  the  transportables. 

Dr.  Silverman.  As  a  scientist  who  has  been  an  academician  for 
upwards  of  30  years  and  Has  spent  his  career  teaching  pharmacy 
students-and  medical  students,  there  is  a  real  problem  with  mail 
orders.  There  is  a  real  problem  with  look  alikes,  and  I  believe— I 
think  it  was  Dr.  Schwartz  who  said  that  the  smaller  companies  are 
really  not  paid  attention  to.  The  bigger  companies  are.  By  careful 
regulation  of  the  smaller  companies,  the  problems  as  we  think  we 
perceive  them  will  vanish.  There  is  no  problem  in  the  American 
marketplace  today  with  the  responsible  and  correct  use  of  anorec- 
tic preparations.  

Ms.  Qakar.  Thank  you. 

Mr.  Bilirakis.  Thank  you. 

Ms.  Dakar.  Let  me  ask  a  few  questions.  First  of  all,  PPA  did  riot 
meet  any  safety  test  before  1962  because  it  was  exempted  and  came 
on  the  market  before  the  Food  arid  Drug  Act. 

Dr.  Silverman.  Ms.  Dakar,  I'm  sorry  to  interrupt  you  but  there 
were  several  safety  tests  that  were  done  on  PPA  before  1962. 

Ms.  Oakar.  It  was  never  approved  by  FDA  in  any  way,  shape,  or 
fern.  It  still  isn't. 

Dr.  Silverman.  It  never  would  have  been  released  and  never 
v  ould  have  been  placed  onto  the  market  without,  testing  for  safety. 

Ms.  Dakar,  That's  one  of  the  reasons  we  wanted  FDA  here -We 
wanted  to  ask :  FDA  whyjt  allowed  this  drug  bri  the  market?  Why 
aren't  you  asking  the  same  questions  that  victims,  like  the  61-year: 
old  woman  who  testified  she  had  a  stroke  asked?  She  didn't  order 
that  pill  through  the  mail,  although  we  had  the  Post  Office  testify. 
That  woman  took  a  very  well  known  product  and  bought  it  in  a 
drugstore. 
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Dr.  Silverman;  Bat  what  we  don't  know,  is  whether  or  not  that 
person  was  taking  any  other  kind  of  medication^  .  . 

Ms.  Oakak.  We  asked  that  and  she  said  she  was  in _  perfect 
health  All  of  the  victims,  and  we  purposely  tried  to  select  people 
who  had  no  other  medical  problems  at  the  time,  were  healthy. 

Let  me  ask  all  of  you,  and  I  think  it's  an  important  question, 
have  you  been,  in  any  way,  paid  by  the  industry  for  your  services? 

Dr  Silverman.  I'll  start  that  off;  I've  done  a  lot  of  studies  on 
phenylpropanolamine.  The  first  study  I  did  on  phenylpropanola- 
mine nobody  paid  me.  I  was  a  poor  struggling  academician  I  did 
what  I  thought  was  ivory  towered  research.  I  still  do  what  I  believe 
is  ivory  towered  research.    _  -  - 

The  study  I  did  required  me  to  work  considerably  to  find  volun- 
teers. It  took  an  awful  lot  of  time,  an  awful  lot  of  sweat,  and  re- 
quired me  to,  in  terms  of  time,  months  to  do  a  study  that  with  a 
little  bit  of  support  I  could  have  completed  very,  very  quickly. 

Ms.  Oakar.  Are  you  paid  by  the  industry?   . 

Dr  Silverman.  Yes,  I  am^But  only  from  the  standpoint  of 
having  the  study  supported.  That's  all.  We're  talking  about  ex- 
penses. ...     ...  „  ,     ;       .....        :  ;.   T  , 

Ms.  Oakar.  That's  all  right;  That  s  fair.  I  understand  it  I  know 

it's  hard.    ..    - 

Is  there  anybody  who  is  not  paid  by  the  industry  on  this/ 
Dr.  Conte.  Madam  Chairman,  may  I  say  that  I  have  done  other 
studies  for  other  companies  and  I  don't  say  I  got  paid:  They-gave  a 
grant  and  out  of  that  grant  I  have  to  pay  the  laboratory,  I  have  to 
pay  the  nurses  in  my  office,  I  have  to  pay  the  rent,  and  of  course 
for  my  time.  But,  the  thing  that  is  important  to  me,  arid  I  m  a t  cli- 
nician, I  am  not  going  to  use  something  that  I  don't  know  anything 
about.  - 

Ms.  Oakar.  That's  right.  ■-  - 

Dr  Conte.  And  I'm  not  going  to  continue  to  use  something  that 

is  £oing  to  hurt  my  patients.  Because  it  is  just  counterproductive. 
Ms.  Oakar.  And  most  patients  who  buy  over-the-counter  drugs 

don't  have  access  to  a  doctor. 

Dr.  Conte.  OK.    .  -: 

Ms.  Oakar.  They  don't  go  to  a  doctor  to  tell  them  whether  or  not 

to  buy  diet  drugs. 
Dr.  Conte.  Right. 

Ms.  Oakar.  They  go  to  you.  They're  lucky  if  they  have  your  con- 
stant care.   

Dr.  Conte.  Wonderful,  but  

Ms.  Oakar.  That's  very  atypical.  

Dr.  Conte.  But  why  did  I  do  this  study? 

Ms.  Oakar.  That's  right.  _  . 

Dr.  Conte.  Because  as  a  physician  I  also  have  the  responsibility 
to  the  people  that  live  in  my  area.  You  know  in  

Ms.  Oakar.  My  mother  is  from  your  hometown.  Beaver,  Pa. 
That's  a  beautiful  area.   _  -      _  .     . .  n,  9 

Dr.  Conte.  Do  you  know  where  Boardman  is,  Boardman,  Uhio.' 

Ms.  Oakar.  I  sure  do.  It's  wonderful.  It's  great. 

Dr  Conte.  I  happen  to  have  another  place  over  there.  But— 

Ms  Oakar.  But  let  me  ask  the  question  again.  Is  there  anybody 
who  hasn't  been  paid  by  the  industry?  You  have  not  been  paid? 
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_  Dr.  Bkadlky.  Of  course  we  get  paid;  We  have  our  overhead  and 
all.  our  expenses. 
Ms.  OA  kar.  Oh  I  see. 

Dr.  Bradley.  But  one  thing  I  want  to  point  out.  We  don't  get 
paicTon  how  the  results  come  out.  I've  done  a  lot  of  clinical  studies 
and  I  would  say  ()()  percent  come  out  negative  for  the  drug  compa- 
ny, They  re  highly  impartial.  _ 

Ms.  Oakar.  And  here's  the  problem,  not  just  with  this  drug  The 
drug  companies  have  the  opportunity  to  submit  whatever  studies 
they  want.  They  don  t  have  to  submit  the  studies  that  don't  prove; 
the  way  they  want  them  to  come  out: 

Dr.  Silverman.  Up  to  a  point.  Let  me  comment  on  that,  please. 
Up^tcva  point.  Wjth  the  initiation  of  the  institutional  review  boards 
and  the  review  by  peer  review  committees  of  all  studies  that  are 
done  by  internists,  by  clinicians,  whenever  human  patients  are  in- 
volved, the  FDA  is  aware  of  what  studies  are  ongoing  and  what 
JaPPens  with  the  results.  It's  an  open  book.  It's  an  actual  open 

Ms.  Oakar.  That's  why  we  wanted  them  to  be  here  today,  be- 
cause we  wanted  to  ask  the  FDA  how  they  could  possibly  allow  this 
Rind  of  thing. 

Dr.  Coons.  I  would  like  to  make  a  comment  too.  I  was  asked  by 

Ihompson  to  run  this  study  on  rats,  to  doublecheck  on  

Ms.  Oakar.  Did  you  get  paid? 

Dr.  Coons.  I  got  the  expenses  for  doing  the  study,  that  is,  buying 
the  rats  and,  you  know,  research  is  expensive.  I  had  that.  But  I  was 
asked  to  do  this  to  check  on  some  other  studies  that  have  been 
done^y  Professor  Hoebel  at  Princeton.  He  has  done  studies  on 
rrA  in  rats  and  in  humans: 

Ms.  Oakar.  Right._ 

Dr  Coons.  And  it  was  a  doublecheck.  And  I  must  say  that  I 
would  be  very  foolish  professionally  to  do  anything  that  was  not 
going  to  be  correct,  and  as  ajcientist  I  certainly  wouldn't 

Mr.  Bilirakis.  Would  the  gentlelady  yield  a  moment? 

Ms.  Oakar.  I'll  be  happy  to  yield,  briefly. 

Mr.  Bilirakis.  Briefly,  yes. 

1  accept  what  these  gentlemen  say  in  the  same  spirit,  in  the 
same  sense  of  credibility,  as  I  accepted  what  the  previous  witnesses 
said. 

Ms.  Oakar.  But  there's  a  major  difference,  though.  The  prev'ous 
witnesses  are  notpaid  by  the  drug  company. 
Mr.  Bilirakis.  Well,  they  weren't  paid  by  the  drug  companies 
Ms.  Oakar.  Yes. 

Mr.  Bilirakis.  I  have  attended  hearing  after  hearing  after  hear- 
ing with  this  Aging  Committee  and  other  committees,  and  I  assure 
you  that  someone  selects  these  particular  witnesses  for  what  they 
are  going  to  testify  to.  It  isn't  a  matter  of  reaching  out  and  grab- 
bing somebody  off  the  street,  not  knowing  what  they  are  going  to 
testify  to.  e 

Ms.  Oakar.  That's  correct. 

Mr.  Bilirakis.  So,  there  isn't  complete  objectivity  in  any  particu- 
lar  area*  _ 

I  doubt  very  much  that— excuse  me,  ma'am— I  doubt  very  much 
if  the  gentleman  testifying  from  the  Johns  Hopkins  School  of  Medi- 
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cine,  for  instance,  or  some  of  these  other  universities,  are  going  to 
testify  falsely  or  in  some,  unilateral  way.  I  think  that  their  reputa- 
tion is  certainly  good— I  don't  think  they  need  any  defense  on  my 
part.  But  I  think  I  had  to  say  that.  , 

I've  had  the  same  feeling,  sometimes,  regarding  oome  of  the  wit- 
nesses that  we  have  had  up  here  who  have  been  hand  picked  by 
whomever,  certainly  not  by  this  side  of  the  aisle,  and  this  should 
not  be  a  partisan  type  of  a  thing.   - 

Ms.  Oakar.  It  sure  isn't.  Not  when  people  are  really  in  terrible 

shape  —    — -   ---«  

Mr.  Bilirakis.  Yes,  but  there  have  been  hand  picked  witnesses, 
Ms.  Oakar.  Let  me- read  from  the  Federal  Register.  They  still 
haven't  made  any  definitive  regulations  or  come  out  with  a  final 
draft  or  monograph.  But  this  is  from  February  26,  1982,  which  you 
refer  to  Dr.  Silverman.  Some  of  you  indicated  that  you  even  give 
PPA  to  heart  patients  who  have  high  blood  pressure.  Am  I  correct 
about  that?  ___  -     __      -  ;  -  -    .  -.- 

Well,  let  me  refer  to  the  Register,  which_  several  of  you  have 
mentioned  kind  of  proves  that  they  concluded  that  it  was  safe  and 
effective: 

PPA  by  obese  persons  with  hypertension  may  significantly  increase  their  risk  of 
heart  attacks,  .stroke,  and  kidney  failure,  and  considering  the  positive  a^spation 
between  hypertensive  and  obesity,  the  increase  in  risk  becomes  very  evident  because 
obese  people  are  most  likely  to  use  weight  control  products. 

They  further  conclude  that  in  the  studies  that  were  reported  to 
them,  with  only  using  50  milligrams  of  PPA,  and  most  often  it  s  75, 
11  percent  of  the  sul#ects_  given  one  single  dose  of  50  milligrams 
developed  hypertension  and  a  single  dose  of  85  milligrams  in  a 
time- released  product  caused  hypertension— sometimes  severe— in 
32  to  33  percent.  And  what  is  fascinating  to  me  is  when  you  read 
the  body  of  the  Register  you  really  get  alarmed.  And  then  you  read 
the  conclusion.  I  wanted  to  ask  FDA,  did  somebody  else  write  the 
conclusion?  Because  surely  what  is  in  the  body  of  this  Register  does 
not  match  the  conclusion.      .  , 

Now,  a  conclusion,  from  my  old  English  teacher  days  is  supposed 
to  either  summarize  what's  in  the  body  of  this  prepared  prelude  to 
a  monograph  or  it's  supposed  to  form  some  conclusion  based  on 
what's  in  the  body  of  the  material.  I  can't,  for  the  life  of  me,  figure 
out  who  wrote  the  conclusion  because  the  body  of  it  is  a  lot  differ- 
ent.   

Furthermore,  you  stated  

Dr.  Silverman.  May  I  comment  on  that,  Ms.  Oakar/ 
Ms.  Oakar-  Surely.  -  ■  -  - 

Dr.  Silverman.  May  I  very  shortly,  very  briefly/ 

Ms.  Oakar.  Sure.  -     .  -:  -    ■-.  . 

Dr.  Silverman.  Because  I'm  pleased  to  indicate  to  the  paneUhat 
at  least  one  or  my  studies  has  been  written  up  in  that  preamble 
that  you  just  described.  What  that  preamble  indicates  is  that  it  al- 
ludes or  describes  anecdotal  studies,  the  studies  that  we  have  dis- 
cussed over  and  over  again  today,  a  few  patients,  one  patient,  and 
so  forth.  And  what  the  FDA  did,  and  I  consult  for  the  FDA  also, 
what  the  FDA  did  was  ask  the  drug  industry,  if  you  will,  as  well  as 
investigators,  whomever  they  might  be,  to  carry  out  safety  studies, 
do  more  studies,  and  this  is  one  of  the  reasons  why  we  re  here. 
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Areas  discussed  today  repres^^  that  have  been  sub- 

mitted and  these  investigators  with  whom  I  have  come  today  have 
carried  out  some  of  these,  studies. 

Indeed,  Br.  Bradley's  studies  done  on  hypertensives  were  done  in 
response,  in  partial  response,  io  this  request. 

Ms.  Oakar.  To  this  study? 

Dr.  Silverman.  Yes. 

Ms.  Oakar.  Let  me  comment  on  the  fact  that  we  talked  about 
what  you  call  this  new  onslaught  of  PPA.  It's  really  hot  new— the 
numbers  of  cases  are  reported  year  by  year.  We've  changed  our  at- 
titude toward  alcohol.  We've  changed  our  attitude  toward  the 
manner  in  which  cigarettes  are  promoted  in  this  country.  We've 
forced  labels  to  be  readable.  That's  only  happened  in  the  last  few 
years.  And  we  certainly  have  changed  our  attitude  toward  other 
drugs. 

My  own  feeling,  obviously,  is  that  these  over-the-counter  drugs 
leave  a  lot  to  be  desired,  that  the  advertising  is  hyperbolized. 

For  example,  in  California  there  is  a  case  that  the  attorney  gen- 
eral won,  that  was  settled  out  of  court.  You  mentioned  that  it's  not 
a  stimulant.  Our  books  from  the  Library  of  Congress  call  it  a  stim- 
ulant. In  California  it's  mandated,  am  I  correct,  that  you  .call  it  a 
stimulant,  because  California  won  that  case  and  settled  out  of 
court?  But  in  Washington,  D.C.,  you  don't  have  to  do  that.  Why  did 
they  settle  out  of  court  if  it's  not  a  stimulant?  Why  did  they  settle 
out  of  court  with  the  individual  who  was  a  victim  of  the  stroke 
today? 

Dr.  Silverman.  I  don't  know  why  the  company  settled  out  of 
court,  because  L  am  not  a  lawyer  and  neither  am  I  competent 
enough  to  be  able  to  provide  you  any  type  of  an  intelligent  state- 
ment in  reply  to  your  question.  But  as  far  as  its  being  a  stimulant, 
Dr.  Schwartz,  who  was  not  part  of  this  panel,  I  think,  provided  us 
with  the  answer.  He  said  that  many  chemicals  have  similar  struc- 
tural resemblances,  but  they  have  different  pharmacological  ef- 
fects. 

The  reason  why  PPA  is  classified  as  a  so-called  stimulant  is  be- 
cause it  is  structurally  related  to  the  amphetamines.  But  it  is  not 
an  amphetamine  inducer  in  terms  of  its  pharmacological  effect. 

Now,  Dr.  Schwartz,  who  I  believe  appeared  at  the  invitation  of 
this  committee,  indicated  that  to  you  earlier.  And  I  wauld  respect- 
fully say  that  the  studies  that  have  been  sponsored  by  industry 
validate  that  statement  that  it  is  not  a  stimulant.  The  studies  at 
Johns  Hopkins  have  indicated  that  it  is  not  a  stimulant,  and  these 
studies  were  done  in  the  lower  animal,  the  primate,  as  well  as  in 
the  human.  _  _  . 

__M_s._0ak_ar.  Let  me  thank  the  panel.  I  think  what  we're  trying  to 
do  is  arrive  at— what  I'm  trying  to  do,  is  JSrptect  the  consumer.  I'm 
here  to  protect  the  consumer.  And  if  that  means  that  we  keep  safe 
and  decent  drugs  on  the  market,  that's  what  we  need.  We  realize 
the  contributions  of  certain  drugs.  We  also  know  that  66  percent  of 
all  over-the-counter  drugs  are  not  safe  or  effective. 

I  would  like  to  briefly  ask  your_peoj))e  here,  who  all  look  fairly 
trim,  to  come  up,  if  they'd  like,  and  say  just  a  few  words,  the  other 
committee  wanted  to  be  in  here  an  hour  ago,  so  the  chairman  is 
going  to  really  be  disturbed. 
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Dr  Bradley,  I  meant  to  ask  you  and  I  Forgot  to,  for  the  record, 
how  many  people  you  used  in  your  hypertensive  study.''  ... 

Dr  Bradley  Well,  because  we  were  concerned  about  all  of  this 
information  on  hypertension,  we  did  a  pilot  study  of  10  patients. 

Dr  B^v1  CorrS?1  Now  we've  started  on  another  study  of  60, 

Dr  Bradley.  No,  no,  they  have  to  have  high  blood  pressure.  It  s 

'Ms^OAK^Tsee.  Would  you  like  to  briefly  introduce  your 

^Dr^SiLVERMAN.  Let  me  briefly  introduce  the  =ons°^^  Bar- 
bara Ritz  Mr.  James  Schreiber,  Sr.,  and  Mr.  James  Schreiber,  Jr. 

Ms  Gakar .  Right.  We'll  have  time  for  you  to  make  a  statement. 
GK? 

STATEMENT  OF  JAMES  SCHREIBER,  JR. 

Mr.  Schreiber,  JR.  My  name  is  James  Schreiber  and  HJP  ijj 
vears  old  when  I  tried  the  product  Dexatrim.  I  weighed  about  235 
pounds-no,  230  pounds,  225,230  And  I  had  a  38-  to  ^nch^aist^ 
took  the  product  and  it  worked.  It  suppressed  my  appetite.  The  rest 
was  up  to  me,  to  keep  a  good  diet  and  to  maintain  it.  And  in  3 
months  I  lost  about  expounds  In  the  next j^tf 
25  more  pounds  and  dropped  85  pounds  altogether.  And  I  cut  my 
waist  size  down  to  32  and  I  now  weigh  155,  approximately. 

Ms.  Dakar.  You  look  good. 

Mr  Schreiber,  Jr.  Thank  you.    -..  Ui  U 

And  I™  kept  the  weight  off  going  on  2%  /never  felt  high 
from  the  product.  I  really  don't  believe  you  can  feel  high  from  that. 

Ms  Dakar.  Did  you  feel  nervous?    - 

Mr.  Schreiber,  JYR.  Never.  Now,  but  r_m  not  on  the^roduct^ 

Ms.  Oakar.  Right  now.  Are  you  being  paid  by  the  drug  industry. 

Mr.  Schreiber,  Jr.  I've  never  been  paid. 

Ms.  OAKAR.  Never  been  paid? 

Mr.  Schreiber,  Jr.  No.  -  , 

Ms.  Oakar.  Totally  voluntary.  Well,  that  s  good  Be. 

Would  vour  father  like  to  say  a  few  words  for  the  committee,  oe 
caSr^e  Slly  are  forced  to  get  out  of  the  room  and  I  apologize 

about  that.  ,T  ,  

Mr.  Schreiber,  Sr.  Yes,  I  know. 

STATEMENT  OF  JAMES  SCHREIBER,  SR. 

*  *  mes  Schreiber,  Sr.  I  am  assistant  professor  at  Trenton  State 
College  in  ' Trenton  What  my  son  says  is  correct  It  s  hard  to  be- 
HeveThat  he  did  weigh  230  pounds.  I  weighed  about  185 .  pounds 
^Hd  after  seeing 5  him  fose  ±he  weight  I  decided  to  try  it.  I  lost  about 
IS  pSnds  from  Iffiib  165,  and  as  a  ^-year-old  man  I  was  parti^u- 
farly  worried  about  high  blood  pressure  and  side  effects,  and  I  can 
honestly  testify  I  had  Jione,  Jione  whatsoever. 

Ms.  Oakar.  Great.  How  about  you/ 
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STATEMENT  OF  BARBARA  RITZ 

Ms.  Ritz.  Hi:  I'm  Barbara  Ritz.  At  age  40  I  weighed  approximate- 
ly 160  pounds  and  I  was  in  great  danger  of  high  blood  pressure 
and,  I  was  told,  a  candidate  for  a  stroke.  A  member  of  the  family  is 
a  physician.  He  told  me  to  take  the  Dexatrim.  He  said,  "Barbara, 
it's  easier  to  get  that  weight  down  and  get  yourself  under  control 
by  taking  ihe  Dexatrim  rather  than  being  that  much  overweight 
and  having  to  worry  about  a  stroke." 

I  took  the  Dexatrim.  I  did  not  have  any  adverse  reactions.  I  feel 
better.  I'm  like  a  new  person.  And  I  have  no  blood  pressure  prob- 
lems at  all  right  now. 

Ms.  Oakar.  None  of  you  have  ever  been  paid  in  any  way? 

Ms.  Ritz.  No.  No.  Not  at  all.  Do  you  have  any  questions  for  us? 

Ms.  Oakar.  Good.  Great. 

Mr.  Lantos.  How  much  do  you  weigh  now? 

Ms.  Ritz.  110  pounds. 

Mr.  Lantos.  So  you  dropped  50? 

Ms.  Ritz.  Yes. 

Mr.  Lantos.  Fifty-some  pounds. 
Ms.  Ritz.  Yes,  in  20  weeks. 

Ms.  Oakar.  You  are  a  lot  luckier  than  the  other  witnesses  who 
took  pills — they  had  hypertension,  cerebral  hemorrhages  and 
strokes,  and  permanent  damage  from  ingesting  the  pills  in  pre- 
scribed dosages. 

Thank  you  all  for  being  here  today.  I  sincerely  hope  that  Con- 
gress takes  action  and  sees  that  over-the-counter  diet  pills  contain- 
ing PPA,  which  is  neither  effective  nor  safe,  are  taken  off  the 
market— or  at  tha  very  least — that  they  are  made  prescription 
drugs.  And  especially,  I  call  on  my  colleagues  to  think  about  con- 
sumers and  their  need  and  rights  to  be  protected. 

I  would  like  to  thank  staff  members  of  the  subcommittee  and  my 
office,  for  their  dedicated  and  hard  work  in  preparing  For  this  hear- 
ing. I  especially  appreciate  Millie  Vinicour,  who  identified  this 
i?sue  and  oversaw  all  of  the  groundwork,  D^  Rosenblum  an  ex- 
traordinary intern,  who  assisted  in  the  extensive  analytical  efforts, 
and  Nancy  LeaMond,  who  drafted  proposed  legislation  to  improve 
the  performance  of  the  Food  and  Drug  Administration. 

[Whereupon,  a  2  p.m.,  the  hearing  was  adjourned.] 
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Survey  finds  more  than  hair  or 
Pinellas  elderly  misusing  medicine 


By  PAT  POUTtR 

St.  rm^ai  Tim—  Wum  WHwr 

More  than  half  the  people  age  60 
end^lder  a^eyed_by  ■  PineUae 
County  drug  program  were  taking 
their  medicine  in  ■  potentially  dan- 
gerous manner. 

__The_iiirv^_bxi)per«Uon  PAR 
( Parental  Awarsneea  and  Reeponai- 
billtyj  indicated  that  elderly  persons 
engage  j.n  a  variety of  unsafe  medics- 
tion^rac^cee.  Tbiy  include  using  old 
prescriptions,  shartog  prescription* 
with  Iriendj_  and  Jakiag  over-the- 
counter  drug*  at  thasama  time  they 
uke  preacriptioa*,  without  cooeulting 
a  doctor. 

Although  PAR  if  known  for  ita 
work  concerning  _d  rug  problem* 
among  youngpeepla,  PAR  ha*  oper- 
ated a  program  for  the  elderly  tinea 
1979  because  of  concern  about  drug 

misuse  by  the  elderly.    - 

_  PA  B_  conducted  the  survey  in 
March  end  April  A  questiotmeire  was 
given  to  270  respondent*  st  congregate 
din  ing  cenUn  and  at  county  day  care 
centers.  A  shorter  questionnaire  was 
somihist«r*d_  to_85  persons_at  the 
Senior  Citiieo  Showcase .of  Service*. 

TH_E_  LARGK.amouni of medi- 
cine  the  elderly  take  is  a  basic  cause  of 
the  problem.  

The  survey  showed  that  tha  elderly 
use  a  disproportJOMU  amounU)fhotB 
prescription  andLoyer - 1  he-counter 
drugs.  This  increases  the  risks  that 
•irieefror^thacoh^ 
which  can  result  in  effects  that  neither 
drug  alone  would  cause. 

Just  two  wki  sgo  st  s  join  t  m  eat- 
ing of  lb*  OS.  SanaUand  House  aging 
committee*,  witnesses  told  about 
physical  and  men tsl  side  effects  tha  t 
elderly  persons  have  experienced  from 
the-  misuse  of  drugs,  including  false 
signs  of  irrsrersibje  senility.  Actually, 
the  problem  was  exceeervely  high 
does*  of  medications. 

*4*ry  Ann  Morck.  PAR  program 
evsiaagor _ and-  author  of^be  local 
groun^report,  said  young  peopleoeed 
to  be  reminded  that  "Grandma  could 
be  settle  slow  (or  unusually  an- 


imated) because  bar  medicine  ia 

messing  her  up"  

According  to  the  report  on  the 
survay,  " Medication  Use/Abuae 
Amojigthe  PuieUaa  County  Elderly/' 
people  60  and  older  make  up  9  percent 
of  the  national  population  but  pur- 
chase 25  percent  of  all  prescription 
drug*.  The  report  said  tha  elderly  are 
35  percent  of  the  population  in  Pinel- 
las County. 

—  Of  the  respondents  to-theaurvey, 
6M %  werecoiuumers  of  prescription 
medicine.  Ma.  Morck  said  any  elderly 
person- who  Jaka*  JnonL  Jhaa  two 
abdications  mora  than  once  a  day  te 
especially  at  risk.  Tha  number  of  dif. 
ferehlpiescript  ion*  end  the  number  of 
time*  they  are  Lakes  coo  tribuU  to  the 
potential  for  misuse. 

ELDERLY  PERSONS  general  • 
ly  do  not  like  to  tela  drugs  unless  they 
hamoWheoibeyariill^ 
search  for  over-the-counter  drugs  in- 
stead  of  going  to  the  doctor,  said  Dr. 
Lou  Salerno^  PAR  Community 
Education  Director.  

The  misuse  of  oveMhe-counter 
drugs  ia  one  of  the  biggest  problems. 
Some  elderly  pa  tients  take  top  many, 
or  take  the  wrong  kind  or.  most 
senoualy,  take  nvar-the-coucter  drugs 
along,  with  prescription  medicines 
without  consulting  a  doctor  about  this 
multitude  of  medicine*.  More  than  40 
percent  of  the  reapondents  said  they 
ne  ver  consulted  their  doctor  when  us- 
ing over- the -counter  drugs  with  pre: 
scrip tiona;  30  pert— t  laid  they  some- 
times-did.  

The l  report  lineal  frequently  used 
over-the-counter  drugs  that  can  be 
haxardoua  to  the  elderly:  painkillers, 
laxative*,  diuretic*  vitamins,  antacids 
and  cougfi  medtas**.  

Doctor-shoppiag  contributes  sit- 
fuTicanily  to  the  probkm  of  misuse. 
The  elderly.  M*. Morck  said,  often 
have  more  than  esse  ailment  and  will 
go  from  doctor  to  doctor,  getting  a 
different  prescription  from  each.  A 
patient  often  fail* to  tell  each  doctor 
what  other  doctors  have  praacribad 
end  what  over-the-counter  medicine* 


the  patient  ia  taking.  The  doctor  might 
then  unknowihgly^rescribe  A  medi- 
cine that  wiUjnteract  with  the  other 
drugs  to ca uae  aide  effects. 
____  Ma.  Morck_empruis.ired  the  need 
for  commun  icauoo  between^  elderly 
persons  and  their  doctors.  She  said 
when  a  doctor  prescribee  medicine,  sn 
elderly  person  should  fully  inform  the 
doctor  of  all  the  drugs  the  patient  ia 
taking,  including  "that  little  shot  of 
whiskey  or  those  two  glasses  of  wine 
takenat  night  as_a. home  remedy." 

Ms.  Morck  said  most  of  the  re- 
search by  drug^oompsJueaSb^ULclrug 
effects  has  concerned  younger  people, 
but  the  effects  of  drugs  in  the  elderly 
can i  ba  quite  different  from  those  in 
younger_pstienta.  

_  _  AGZ  AFFECTS-  the  rat*  at 
wh  ic  b_  drugs  are  meubolized  in  the 
body  and  how  quickly they  are  elimi- 
nated. Also,  she  said,  older  people 
generally  eat  leu  than  younger  people 
do. 

_.  _  _  The  eating  habits  of  older  persons 
can  cause  complications.  "Suppose." 
Ms.  Morck  said,  -the  doctor  telia  the 
patient  to  take  two  pills  after  meals, 
thinking  the  patient  eata  three  regular 
meaJs_a_day._Tha  can  be  a  very  diffi- 
cult or  con  fusing  schedule_for _s  patient 
who  does  hot  eat  three  times  a  day  (or) 
eats  very  little  when  he  does i  eat." 

PAR'S  educational  presentations, 
made_  by  Salerno,  encourage  good 
record -keeping  by  the  elderly  and 
communication  with  health  care  pro? 
fessionahi  snd  with  family  members 
who  are  caring  for  them. 

Salerno  said  he  will  address  "any 
group  of  people,  any  day  of  the  week, 
day  or  night^fpr  .15_minu tea  or  three 
hours,  whether  there  will  be  10  people 
there  or_I0t000;"    

In  addition  to  lectures.  PAR  will 
provide  any  elderly  person  a  free 
booklet  called  "Passport  to  Good 
Health  Care"  in  which  a  person  can 
record  the  medicine  he  is  taking; ihe 
schedule  for  use;  the  color,  shape  and 
strength  of  each  drug,  and  the  direc- 
tions anct  warnings  fotesch  one.  

PAR  can  be  reached  st  527-5866. 
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MEDICATION  USE/ ABUSE  AHONG  THE  PlNELLAS  COUNTY  ELDERLf 


dune  1983 


Operation  PAR,  Inc. 
Elder/Ed  Program 
6613  49th  Street  North 
Pinellas  Park*  Florida 

33565  

(813)527-5866 
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Operation  PAR  1s  a  comprehensive  drug  abuse  education, 
prevention  and  treatment  program.    Drug  misuse  and  abuse  affects 
all  age  groups.    Most  drug  abuse  education,  prevention  and  treat- 
ment programs  traditionally  have  focused  on  adolescents  and  young 
adults.    Howevifi. the  problems  of  medication  misuse  among  older 
Americans  are  serious  and  complex. 

Medication  1s  a  valpable_tberapeutlc_ tool  for_the_ care  of 

the  elderly.    Research  indicates  that  as  a  group*_the  elderly  

compose  approximately  St  of  the  national  population,  yet  consume 
approximately  25%  of  all  prescribed  drugs.    In  Pinellas  Countyi 
the  elderly  constitute  34. 9%  of  the  total  population.    The  rela- 
tively high  rate  of  medication  Use  1n  conjunction  with  the  per 
cent  of  the  total  population  along  with  the  dysfunctional  aspects 
of  the  aging  process  place  the  elderly  "at  risk"  with  respect  , 
to_ the  potential  misuse  of  prescription  and  over-the-counter 
medication  J 

In  1979,  as  a  result  of  Interest  1n  drug  mismanagement 
behaviors  of  the  elderly*  Operation  PAR  began  the  Elder/Ed  Pro- 
gram;   As  the  program  developed,  1t  became  evident  that  no  syste- 
matic attempt  had  been_made_to  tdentify_tbe  medication/drug  use 
needs  of  Pinellas  Countyelderly*  _An_1nit1al_survey  was  con- 
ducted to  attempt  to  gain  1ns1gbt_1nto  the  medication_cpncerns 
and  behaviors  of  the  elderly.    The  survey  was  crudei_but_prpv1ded 
a  basis  for  program  development.    In  order  to  enhance_Elder/Ed_ 
services  and  more  accurately  define  the  medication  misuse  needs 
of  the  elderly.  Operation  PAR  redesigned  the  Initial  instrument 
to  provide  more  comprehensive  Information  Into  the  medication 
practices  of  Pinellas  County  elderly. 


Methodology 

Measuring  the  severity  of  the  medication  misuse  problem 
among  the  elderly  1s  a  complex_task. __The_survey  was  designed 
to  secure  Information  regarding  tbedemographlc  characteristics 
of  the  respondent,  his/her  general  healtbi_prescript1pn  dryg 
use,  as  well  as  the  use  of  over-tbe-counter_medication._  Two 
Instruments  were  developed.    The  longer  questionnaire^  ncluded 
35  questions  and  was  administered  to  Neighborly  SenlorService 
recipients.    The  total  number  of  respondents  (N)  1n  tbis_sub-_ 
group  was  270.    A  shorter  version  was i  developed  for  use  »t_the 
"Senior  Citizen  Showcase  of  Services."    The  total  number  of* 
respondents  (N)  In  this  group  was  85. 

In  order  to  make  the  survey  as  easy  to  complete  as  possible, 
all  questions  required  a  forced  choice  response.    The  forced 
choice  format  enabled  participants  to  check  the  appropriate  re- 
sponse with  an_option_to  explain  a  notation  of  "other  .  ^Bbth 
Instrumentswere  presented  1n  large  bold  face  type  on  brightly 
colored  paper  to  ease  any  reading  problems. 
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The  target  population  was  identified  as  Pinellas^County — 
residents  60  years  of  age  or  older.    In  order  to^develops  sample 
y"up  representative  of  the  population,  three  ^J0^5"^^^ v 
Were  1deht1f1ed:_  1  congregate  dining  recipients;  S^county  day 
care  clients;  and  3iat-large  respondents  from  the  "Senior  Citi- 
zen! Showcase  of  Services. 11    The'congregate  and  day  care  respon- 
dents provided  PAR_w1th_the_oppprtun1ty  to  make  'n*Kd?S" 
tory  statements  regarding  the  survey,  then  read^through  the  In- 
strument question  by  question.  .Average^cpmpletlon  time i^was  15 
minutes.    The  at  large  group  surveyed_at_|he  Sen ,  or  Citizen 
Showcase  of  Services  presented  a  different  ^^"^tratlon 
concern.    The  Showcase  Is  an  annual  day  long    nformatlonal  forum 
showcasing  elderly  services  available  In  Pinellas  County.  Gene- 
rally, the  Showcase  provides  Informationoutreach  to  approximately 
3*500  elderly  citizens.    The  Instrument  ^administration  at 
the  Showcase  hid    to  be  concise  with  a  completlOD.time  of _be- 
tween  1-3  minutes.    The  abbreviated  version  ofthequestlonnalre 
Included  questions  In  all  areas  of  Interest  that  can  be  com- 
pared to  the  other  subgroups. 

There  was  a.total  of  356  survey  participants.  n57.9%  (206) 
of  the  respondents  were  from  the !  Nelghborly^Dlnlng  Program* 
18.2%  (65)  of  the  parti cipants_were  enrol led  In  the  Adult  Day 
Care  Program,  and  23.8%(85)  completed  surveys  >t  the  Showcase. 
According  to  Information  secured  from  the  Tampa  Bay  Regional 
Planning  Council,  there  were  7,317  recipients  of  dining  services 
and  591  adults  In  day  care  during  1982,    In  light  of  these 
figures ,  PAR  survey  sampled  approximately  3%  of  the  congregate 

Jl?t1c  Jants  and  11. 2%  If  the'day  ^Var|1C^ntren^^ 
were  distributed  it  the  Neighborly  Senior  Service  Centers  In 
conjunction  with  an  Elder/Ed  presentation. 4tf"?^c«^ta^1^le 
to  assist  participants  whose  eyesight  was  1nsufficient_to_com- 
Jlete  the  survey.    It  1s  of  note  that  several  partdpants  In- 
dicated an  1nabil1ty_to_read  the  survey,  but  were  1n  total  con- 
trol of  their  medication. 

Congregate  and  Day  Care  sites  were  chosen  1n  order  to 
attain  a  representatl ve_county-w1de  sample.  The  following 
sites  were  utilized  1n  the  survey  sample: 

Dining  Program 


St.  Petersburg  Beach  Civic  Hall 
1500  Pass-A-Gr1lle  Way 
St.  Petersburg  Beach 

Mirror_Lake  Christian  Church 
737  3rd  Avenue  North 
St.  Petersburg 

Rogate  Lutheran  Church 
2447  East  Bay  Drive 
Largo 


t  ■  2  2 

2;iq 
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Gulfport  Presbyterian  Church 
4201  6th  street  Sooth 
St.  Petersburg 

Mount  Carmel  Baptist  Church 
1014  Pennsylvania 
Clearwater 


Lealman  United  Methodist  Church 
4090  5Bth. Avenue  North 
St.  Petersburg 

Palm  Harbor_bay_Care 
1555  16th  Street 
Palm  Harbor 

Woodlawrv  Presbyterian  Church 
123526th  Avenue  North 
St.  Petersburg 

Survey  results  will  be  reviewed  by_part1c1pant_category_ 
and  overall.    Base  data  charts  wbichincludeindividual  question 
tabulations  can  be  found  In  the  appendix.    Results  will  be 
grouped  according. to_tbe_type_of_qyestion;_  demographics;  pre- 
scription drugs;  over-the-counter  medication;  unsafe  medication 
practices  an  "at  risk"  factors. 


 As  agroup,  studies  have  shown  that  elderly  consumption  of 

medication  1s  disproportionate  to- their  percentage  of  the  total 
population.    Despite  the  relatively  high  rate  of  consumption, 
the  elderly  are  hesitant  to  discuss  drug  use  or  misuse.  There 
appears  to  be  an  Inherent  reluctance  to  Identify  medication  as 
drugs.    In  the  development  of  the  survey,  care  was  taken  to 
use  the  term  "medication"  Instead  of  "drug(s)"  whenever  possible 
to  reduce  the  anxiety  of  the  elderly  respondent. 

Additionally,  It  should  be  noted  that  as  survey  results 
are  reported  the  total  number  of  responses  will  vary.  This 
variance  Is  attributed  to  two  ma jor_f actors.  .Several  questions 
are  selective.    Anexample. is_an_ Inquiry  as  to  whether  the 
respondent  uses  prescription  medication.    A  negative  response 
would  not  require  the  respondent  to  answer  additional  questions 
regarding  prescription  medications.    The  second  factor  contri- 
buting to  incomplete  responses  Is  the  misconceptions  that  surround 
the  elderly  perception  of  drug  use  and  the  Interest  of  others 
In  their  medicating  behaviors.    Overall,  the  response  percentage 
was  approximately  84.3%.    This  means  that  on  an  average,  par- 
ticipants responded  to  30  out  of  the  35  questions.  Information 
regarding  completion  percentage  per  question  Is  provided  In 
Appendix  B. 


Day  Care 
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XXX.  Profile  of  Survey  Participant 

 The_majorUy_of  .individuals^  (60.U). 

Approximately  7.6%_of_tbe  respondents. were non-white.  _The  ages 
of  respondents  were  fairly  well  distri buted:  34.4%_ayerag©d 
60-69;  39.3%  averaged  70-79;  and  26,3%_averaged  80_and  older,. 
Most  of  the  elderly  surveyed  lived  alone_t48*l*Ji-only  2%  r«-  _ 
sided  In  some  form  of  group  care.    The  variableofliying  alone 
can  be  considered  a  "risk"  factor  with  regards  to  medication 
ml smanagement. 

76. M  of  the  Individuals  surveyed  were  participants  In  a 
county  social  service  assistance  program  sponsored  by  Neighborly 
Senior_Services.__The  remaining  23A9%  were  elderly  who  completed 
surveys_at_the  Senior  citizens  Showcase  of  Services.  Additional 
information  was  secured  regarding  the  respondents  financial 
situation*    Of  the_356_respondents i  315  or  88,5*  indicated  re- 
ceipt of  Social  Security  benefits, __92_qr  25.5*_of_the  respon- 
dents cited  receipt  of  multiple  financial  resources. 

Respondents  were  asked  if  they  considered  themselvestobe 
under  regular  care  of  a  doctor.    76.2%  of  the  Day  Carerespon- 
derits  were  under  a  doctor's  care  as  compared  to  63*8%  ofthe 
congregate  respondents.    Comparative  figures  were  not  available 
from  the  "at-large"  population.    Overall ,  66. 8Z  of  the  elderly 
surveyed  were  under  regular  care  by  a  doctor.    The  remaining 
33.2%  of  the  respondents  not  under  regular  doctor's  care  could 
respond  to  discomfort  or  minor  illness ;  with  a  self*inedicating 
practice,.  This  situation  could  place  them  "at  risk*  of  medi- 
cation misuse. 

As  stated  previously i_the_elder1y  consume  a  disproportionate 
share  of  over-the-counter  medication.    Respondents  were  asked 
to  indicate  how  many  of  a  listing  of  common  ailments  they  tend 
to  suffer  from  regularly*    Of  theten  conditionspresented  for 
review,  Shly  three  (arthritis,  high  blood_pressure*_and_chest 
pain)  were  of  the  variety  generally  considered  to  require  Im- 
mediate or  prolonged  medical  attention.    The  reinalnlng.seven^ 
were  common  somatic  complaints  ranging  from  headaches  to  gas/ 
Indigestion.    Information  was  available  from  only  the  congregate 
and  day  care  groups. 

Frequencies  can  be  viewed  by  percentage  of  the  total  com- 
plaints _ ci ted  or  by_ the  frequency  of _ the  condition  by  the  total 
number  of  resondents,.    Information  was  also  available  on  mul- 
tiple complaints.  -200  or  73.8%  of  the  respondents  Identified 

at  least  one  complaint.    58.5%  of  those  who  cited  complaints  

identified  arthritis.  The  conditions  in  rank  order  by  frequency 
of  identification  are  as  follows: 
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Rank 


Condition 


*%_of  Those  Responding 
Who  Cited  Condition 


1 
2 
3 
4 
5 
6 
1 
8 
9 
10 


Stomach  Problems 
Flu 

Chest  Pain 


Arthritis 

Colds  

LegCrarops 

High  Blood  Pressure 

Gas/Ind1gest1on 

Coughs 

Headaches 


58. 5% 
49.  5% 
48. 5% 
45.5% 
30.  5% 
25.  5% 
24.0% 
19.5% 
19.0% 
15.5% 


♦Percentages  were  figuredbytaking  the  percentage  frequency 
of  the  condition  of  the  total  who  responded. 

The  average  respondent  cited  3.4  different  complaints. 

 Respondents  were  then  asked  to  categorize  their  general 

health  as  either  poor,  fair,  good  or  excellent.    The  Day  Care_ 
respondents  tended  to  depict  their  health  in  more  negative  terms 
than  those  at  the  congregate  sites.    In  general ,  approximately 
85.5%  of  the  respondents  cited  their  health  as  either  fairor 
gOOdT    The  extreme  categories  of  poor  and  excellent  accounted 
for  only  5.2*  and  9.3%  respectively. 

Frequency  of  doctor  visits  was  f a1  rlyevsnLy    distributed.  The 
most  frequently  c1ted_response  was  "twice  a  year*  (33.0%).  The 
second  most  f requentresponse  was  "other". (25.4%) .  Uponre- 
view  of  the  "other"  category,  the  responses  were  either  "as 
needed",  "when  sick"  or  "quarterly." 

—    Another. gauge  of  the  general  health  of  the  survey  group 
was  derived  from  self  reported  sick  days  1h  the  past  two  months. 
The  average  number  of  sick  days  per  respondent  was  3.4  over 
the  two  month  period. 

The  final  demographic  or  descriptive  information  on  respondents 
dealt  with  the  use  of  prescription  medicine.    68.4%  of  the 
respondents  Indicated  current  use  of  prescribed  medicine. 

The  typical  survey  respondent  was: 


Female 
Aged_Z0-79_ 
Living  alone 

Receiving  social  security 

Under  regular-doctor's  care 

Suffers  from  3  somatic  complaints  (probably 

arthritis) 
Considered  their  health  "good" 
Sees  their  doctor  twice  a  year 
Taking  prescribed  medicine. 
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IV.    Prescription  Drug  Use 


Nine  survey  questions  dealt  directly  with  prescription 
drug  use.    These  questions  begin  todial  with  the  "atrlsk 
dimension  along  with  reviewing  Unsafe  medicatlngpractlces . 
Additionally,  most  of  the  prescription  drug  questions  were  ashed 
of  all  three  subgroups. 

As  stated  previously  Mt4*  of  all  respondents   take  pre- 
s  c  r_l£*J  j>ji_  med  )x !  n_e^_  _  J>ay_  _ca  r par^  I  c  j  p  a  n  t  $_  c  1 1  e  d  a#  high  er. 
percentage  iDvolveraentwlthprescrlption  medicine  178X)  than 
congregate  dining  recipients  (65. 5%) 

-    Prescription  drug  use  for. the. elderly. patient  often  involves 
multiple  prescriptions  and  complicated  medication  schedules. 
Both  the  number  of  dl fferent  medications  usedaodtbe  number  of 
times  medicated  daily  can  heighten  the  risk  potentialfOrmisuse. 
Survey  participants  were  asked  to  cite  the  total  numberof  dif- 
ferent   prescribed  medications  being  utilized:    The^ three  sub- 
groups reported  significantly  different  results*    69. 31  of  the 
congregate  dining  participants  citing  prescription  drug  use, 
ut11ized_from_l  -  2  different  medications ;  arid  35^21  used 
3  -  4  dlfferentneHtcations.    The  day  care  clients  cited  46: 8X 
in  the  1  -  2  category  and  44.7*  in  the  3  -  4  medication  cate- 
gory:    Overall,  62%_of_those  surveyed  were  taking  1  -  2  different 
prescription  medications.    With  respect  to  risk,  participants 
who  Indicated  prescription_drug_us_e  of  three  or  more  medications 
concurrently  were  consl dered_Bat_risk" ,    For  the  populatl ons 
surveyed,  38X  were  considered  "atrisk"  based  upon  the  use  of 
three  of  more  different  prescriptions. 

A  common  condition  associated  with  the  aghgprbcessis 
forgetfullness  and  confusion.    Complicated  medication_schedules 
create  an  additional  "at  risk"  condition  for  the  elderly  par 
tient,    The  more  frequently  a  patient  has  to  medicate,  thebigner 
tberisk  or  error.    In  all  of  the  subgroups,  the-majori ty  of 
participants_medicate  two  or  more  times  daily. -  Overall,  only 
37:7%  indicated  a  once  a  day  medication  schedule. 


figure:  1 

nuflrer  of  times  medicated  daily 


2.3X 


62.3% 

risk  of  

mi smedi cation 


37.7X 

low  risk  of 
ml smedi cation 
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Combination  of  the  number  of  prescribed  medications  taken 
and  the  frequency  of  medication  yields  a  more  in  depth  view  of 
the  medication  practices  of  the  elderly. 

 Risk    wi th  regards  to  the  number  of  prescribed  medl cations 

taken  and  medication  schedules  is  defined  as  follows: 


No/Low  Risk 

1  -  2  medications/once  a  day 

Moderate  Risk 

1  -  2  medications/2  or  more  times  daily 
or 

3  or  more  medications/once  a  day 

High  Risk 

3  or  more  medi cations/2  or  more  times  daily 

 Figure  2_di spl ays  the_ volume  and  percentage  of  cases  by 

category^ __ The _f igu re s_indi  cate_th iat_  approximately  67-^2%  of  al  1 
respondents  were  at  some  level  of  rlsjc  wiih  regards_tp_ the  __ 
quantity  of  medi cation.combi ned  with  a  complicated  medication 
schedule.    The  information  is  al so  beneficial  with  regards  to_ 
program  development:    Over  89%  of  the  respondents  take. between 
one  and  four  medications  between  one  and  four  times  dai ly.  Oer 
velopment  of  a  dispensing  aide  would^tfe  most  beneficial  to  this 
group.    Extreme  cases  could  be  handled  individually: 

FIGURE  2 

Crbss-Cl assi  ficati bh 
Number  of  Different 
Medications  Taken  By  1 
The  Times  Medicated 
Dai  ly 


UQ/LQ"  RISK: 
MODERATE  RISK: 
HIGH  RISK: 


32.7% 
36. 1% 
31:0% 


*MISSING  OBSERVATIONS:  =  12 


*Percentases_ vary  slightly,  from  the  tables  in  the  appendix.  The  variance  is 
due  to  the  number  of  missing  observations  doe  to  cross-classification. 
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Another  factor  that  can  Increase  the  risk  of  medication 
misuse  Is  the  amount  of  different  prescriptions  on  hand  at  home. 
Some  prescriptions  may  no  longer  be  used  dally*  but  could  be 
left  oyer  from  acute  1 llnesses.    69. 4X  of  the  participants 
1 ndlcated. a  supply _of_t  tQ_3  dif f erentprescH ptlons  at  home. 
II ,2*  Indicated  a_total_lack_of  prescriptionsat  home.  The 
"at_risk"  group,_4_or_raore  prescriptions  on  hand  was  1 9.4X 
of  those  who  responded. 


An  unsafe  medication  practlcecommon  to  most  people  Is 
discontinuance  of  medication  1f  relief  1s  perceived.  This 
practice  that  appears  on  the  surface  to  be  Innocuous  to  the 
general  public  can  have  serious  effects  upon  the  elderly. 
21.3%  of  all  survey  participants  admitted  to  discontinuing 
medication  if  (in  their  opinion)  their  health  Improved. 

If  a  patient  disconti nues  medication^  the  question  then 
becomes _wh a t_ 1s_ done  wi th_ any_lef tover_ medj cl ne.    63. 7X  of  the' 
respondents. 1 ndicated  that _ leftover _medic1ne_ was  discarded. 

However*  34X_ admitted. to_sav1 nglef tover.medicl ne_for_later  

use,  and  2.3%  Indicated  that_they  would_share_lef tovermedl c1 nes 
with  others.    Compiling  a  personal  pharmacy  and  becoming  a 
pharmacist  to  friends  are  unsafe  behaviors,  practiced  by 
36. 3X  of  all  survey  participants. 

Another  common  medication  practice  is  self-diagnosis. 
Very  often  patients  phone  the  doctor's  office  for  a  prescription 
rather  than jnake  an  office  visit.    However,  for  the  elderly 
patient  this"  could  be  dangerous.    Symptoms  the  elderly  may 
recognize  from  the  past  might  be  new  conditions  brought 
about  through  the  aging  process.    42. 9X  of  the  respondents 
admitted  phoning  the  doctor  for  a  prescription. 

 It  hasbeen  frequently_cited_tbat  the  elderly  consume  a 

disproportionate  amount  of  medication.  _Additionallyi_as_a   

group  they  have  been  acultured  to  rely  onthe  judgement_of_doc-__ 
tors^.    However,  most  pharmacological  research  on  drugs  prescrlbed 
to  the  elderly  is  completed  on  much  younger  populations.  A 
major  concern  of  elderly  serving  professionals  1s  whether  or 
not  the  elderly  client  is  aware  of  all  the  possible  side  effects 
of  their  medications.    34. IX  of  the  respondents  Indicated  no 
knowledge  or  understanding  of  the  potential  side  effects  of 
their  dally  medication.    This  lack  of  knowledge  could  lead  to 
self-medication  of  a  misdiagnosed  side  effect  as  a  common  non- 
serious  ailment.    Lack  of  knowledge  of  the  potential  side 
effects  of  medication  is  another  "at  risk"  factor  for  the  el- 
derly. 

The  average  American  receives  medical/pharmacology  "training" 
daily  through  advertisements.    The  pablicisencouragedio  review 
their  symptomology ,  assuming  the  condition  doesnit  warrant  a 
doctor's  visit,  and  become  their  own  diagnostician. and_  pharmacists 
Survey  participants  were  asked  to  identify  what  they  would  do  if 
they  felt  "sick"  and  didn't  go  to  the  doctor.    The  results  of 
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the  forced  choice  responses  are  as  follows: 

FIGURE  3 


percent 
100 
90 
80 
70 

60 
50 
40 
30 

20 
10 
0 


RESPONSET0  ILLNESSWITHOUT 
SEEING  A  PHYSICIAN 

79.9% 


20.1% 


PHONED: 
DOCTOR  - 


•10.8% 


9.3% 


11.81 


19.1% 


33.3% 


*5%  BORROWS  MEDICINE  FROM  FHIENDS 
,^-USEO  A  HOME  REMEDY 


-USED  OtD  PRESCRIPTIONS 


-BOUGHT  SOMETHING  FROM  STORE 


NOTHING 


'SAFE' BEHAVIORS 


UNSAFE  BEHAVIORS 


Only  9.3%  of  those  surveyed  Indicated  they  might  secure 
advice  from  a  pharmacist.    10.8%  Indicated  they  would  phone  the 
doctor  for  a  prescription.    These  two  responses  are  the  only 
responses  that  even  attempted  to  Involve  a  recognized  medical 
practitioner.    79.9%  of  the  survey  participants  Involved  them- 
selves In  some  sort  of  self-tfia gnostic  and  prescribing  behavior. 

19.1%  of  those  surveyedindicated  that- they  would  become 
involved  with  over-the-counter  medication  1f  ill . _  Use  of  over- 
the-counter  medication  is  a  common  phenomena  among  the  elderly: 
Thefollowing  sectionwill  deal  specifically  with  over-the- 
counter  drug  use  among  the  elderly: 

*h!rS?2b1^  t^e  common  unsafe  medication  behavior  ascribed 

pSm2iS2sJr1j?-?"  ^i1^?  to  adhere  to  their  medication  schldulf. 
Participants  were  askedi f _ they  ever  missed  taking  their  pre- 
!iiirs?ti2!!*i    ±tM  ^n^-cated  that  they  had  missed  self-medicating 
w°"ah    ast  ?ne  2c"5ion.    The  reason  behind-missed  medication 
was  tnen  explored.    Participants  were  given  five  forced  choice 
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res pbnses .    Over  67.1%  of  all  respondents  Indicated .that  they 
merely  forgot.    Three  of  the  responses  involved  sejf-dianosis. -  - 
11-5*  of  the  respondents  identified  involvement  in  self-dianostlc 
fsKvfbr.    6^2X  of  the  participants  cited  "other"  reasons  for 
missing  medication.    The  predominant  reason  cited  as  other 
was  that  the  prescription  ran  out. 


ResDondents  were  surveyed  as  to  their  response  to  an  in- 
cident of  missed  medication.  Il^l  ^"d1cate^^  ^Lever* 
wilt  until  the  next  appropriateTTme  to  remedicate.  However, 
^"?Hd  citSd,:tH«  they'would  take  another  « 
thev  realized  the  previoas  dose_was_missed.  Immediate  remeai 
cation  is  In  unsafe  behavior  that  frequently  occurs  among  the 
elderly. 

V.      Over-The-r.ntinter  Medications 

Another  area  of  dedication  misuse  -"onj  tfii  el|eHy  Is  In- 

SRSr  ^lC^^r«Unepr^?rf^oH,UlSt1.ni. 
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of  the  respondents  Indicated  concurrent  use  of  over-the-counter 
drags  and  prescribed  medications. 

Many  "over-the-counter"  medications  can  have  serious  ef- 
fects when  used  Inappropriately  for  prolonged  periods  or  In 
conjunction  with  certain  prescriptions.    Participants  were  asked 
if  they  tended  to  consult  their  physician  when  using  over-the- 
counter  drugs  with  prescription  medicines.    The  forced  choice 
response  options  were:    never;  sometimes;  or  always.    7 IX  of 
the  parti ci pants  Indicated  that  they  either  never  (41 .32)  or 
spraeti.mes_i.29 .1%)  consul ted  their  doctor  when  using  over-the- 
counter  drugs  with  prescriptions. 

_    _  knowledge  of  prescrtpilondrugsls  1 nitialiy_transmittfid  

by  a  physician  or  other  competent  msdl cal  authori ty .  Information 
sources  for  over-the-counter  medications  is  varied.  Efforts, 
were:  made  to  identify  the  sources  most  commonly  used  by  parti- 
cipants in  relation  to  over-the-counter  drugs.-  Across  the 
three  subgroups,  physicians  were  the  most  popular  Information 
source  for  over-the-counter  drugs.    Similarly,  most  relied 
heavily  on  advice  from  the  pharmacist  as  well  as  mass  media 
advertising.    It  is  curious  that  among  all  subgroups,  the  in- 
formation on  the  labels  of  the  medication  consistently  ranked 
very  low  as  an  information  source. 


Figure  5 

OVER-THE-COUNTER  MEDICATION  INFORMATION  SOURCES 
RANKED  BY  PREFERENCE  OF  USE 
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I n  relation  to  oyer- the- counter  faedlcation  labelingi  par- 
ticipantswere  askedlf  _they_were  _able_to_read_the_labels  or 
instructions.    The  forced  choice  responses  were:    never  (able 
to  read);  sometimes  (able  to  read);  or  always  (able  to  read). 
26^2%  of  all  respondents  cited  dlfflcalty  In  reading  labels. 
This  could  account  for  the  low  ranking  of  labels  as  an  infor- 
mation source  for  medication. 


i 
S 


Figure  6 
ABILITY  TO  READ  MEDICINE  LABELS 


ALWAYS  223  73.8% 


.SOMETIMES  56  18.1% 

Experience  some 

1  difficulty  with 

NEVER  25  8.1%        Product  labels. 


Participants  were  surveyed  regarding  their  personal  use 
of  over-the-counter  medications.    Eleven  common  over-the-counter 
drug  types  were  lifted  along  with  the  possibility  of  citing 
M o th ers" .    Pa rt i c  p a n t s  we r e  a s ;  k e id  t p i  t h i i n k  P 1  f  th e i i r medicine 
cabinet  and  ind*    . te  how  many  of  these  medications  they  have 
at  thei  r  dispose  . 


 Information. regarding  the.most  frequently  used  over-tbe 

counter. drugs. was  provided  by  respondents. __Tbe_most  popular 
non-prescription  drug  used  by  the  elderly  Is.  aspirin/pain  re- 
liever.   The  second  most  frequently  used  medications  over  all 
subgroups  were  laxatives/diuretics.    Overall,  the  five  over- 
the-counter  drug  types  listed  account  for-approxlmately  76 . 1% 
of  the  entire  over-the-counter  drug  use  of  local  elderly. 
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Figure  7 

un    OVER-THE-COUNTER  MEDICATIONS 
MOST  FREQUENTLY  UTILIZED  MEDICATIONS 
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These  over-the-counter  drags  ordinarily  harmless  to  th* 
general  population  can  be  a  potential  danger  to  the  elderly 
The  drugs  listed  ab  ove  are  especially  hazardous.    The  prolonged 
tiff  ?hin?J1"nS£  ?f  fSp1r1n  can  "use  anemia  as  well    SP  .9 
f«H  *be  s*oma^  UHlng.    Abuse  of  laxatives  or  diuretics  can 
lead  to  a  functional  dependency  along  with  potential  dehvdrMtlbh 
or  mineral ^deficiencies.    Use  Sf  antSci ds  ircoSKnction 
cardiac  medication  Inhibits  effectiveness  of  both  med  cations 

lsh%nam?^0r  Errentat1ve  most  ^^erly  believrSo  brhl^liss 
Is  vitamins.    However,  oyeruseor  inappropriate  use  can  leid 
to  adverse  reactions.    In  general,  it  is  Important  to  note  ?hat 
most  Pinellas  elderly  have  direct  access  to  medications  that 
^Hn.r?"Se  ?rpt°m?  5-tMl«tlng.thos«  of  other  dfleas^  of  the 
t<  .vEl£ii*ISVre!2  -dan9er -arises  when  these  symptoms  ire  treated 
as  unrelated  to  the  over-the-counter  medications  is  use. 

,       ibM -of  the  participants  indicated  no  over-the-counter 
toUf  H?^oeDtly  °"  ha^'    «n  additional  had  between  1 

n^oc  InTnt  ^"tions  on  hand.    41.6%-qT  those  surveyed 
P25f?S S^Ai:nmre dlffer?nt  over-thi=couD.ter  medications. 

Risk    has  been  operational ly  defined  as  possessing  4  or  more 
different  over-the-counter  dru*s  concurrently.    Keep  in  mind 
tvlt  !h2nS  W^h  ^  iiS  of  the  elderly  who  have  4  or  more 
over-the-counter  drugs  on  nana  ig.4%  revealed  that  they  alio 


27-436  0-84 


16 
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have  4  of  more  different  prescription  medications. 


FIGURE  8 

QUANTITY  OF  OVER-THE-COUNTER  DRUGS  ON  HAND 


NONE 
1-3 

18-12 
TOTAL 


354 


100.0* 


Prescription  medicine  Iff  combination_wlth_oyer-the-counter 
drugs  can  yield  dangerous  results.    Previous  Information  in- 
dicates that  the  elderly  engage  in  a  v-iety  of  self-medicating 
behaviors,    The  risk  of  experiencing  piflblems  with  over-the^^ 
counter  medication  taken  in  combination  with^prescription  drugs 
increases  as  the  frequency  of  each  variable  Increases. 

_    It-is  important  to  review  the  summary  data        the  vari- 
ables of  "number  of  prescriptions  on  hand  at  home    and  the 
"number  df-41fferent  over-the-counter  drugs  on^hand  at  hose 
individual!/.    However ;  crosft-cl.KJflqa^on  of  the  two  variables 
provides  a  more  in  depth  viewoftbe  potential  risk  the  eiaeriy 
face  daily  in  their  medicine  cabinet. 

The  quantity  of  prescription  medicine  on  hand  was  ploted 
in  relation  to  the  number  of  different  over-the-counter  drugs 
readily  available  to  each  respondent.    It .should  by  nogi  ^hat 
these  variables  ask  for  current  Information  regarding  the  a- 
vailability  of  medicine. 

Risk  levels  were  established  based  upon  the  assumption, 
that  the  risk  of  mismedication  or  i ncompati able  combinations 
increases  in  relation  to  the.quanti ty  of  prescribed  and  over- 
the  counter  medicines  available. 


Level 
"he  risk" 

"low  risk" 


Pefiriltion 

"P"  prescriptions  and 

"0"  oyer- the- counter  drugs 

on  hand 

"0"  prescriptions  on  hand 
and  "1-3"  o ye r- th e- cou n te r 
drugs  on_hand 

or    

"1-2"  prescriptions  on  hand 
and  "0-3"  over-the-counter 
drugs  on  hand 
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Level 
"moderate  risk" 


-high  risk" 


Definition  . 

"3-6"  prescriptions  on  hand,- 
"4-6 ".over-the-counter  drugs  r 
on  hand 

" 7" _or_iore_ prescriptions  on V 
band_arid_"Z"_Qrj!!ore  ever-  ^ 
the  counter  drags  on  hand  .  - 


Data  was  reviewed  oh  the  ^cohgregat^ahd  (Say  care  respondents./ 
as_a  group  and  tbe  "at  large"  'subgrjoup^separately.    Based  upon  .  ^ 
tire  infbrroatiop  available,  the  at  large  group  subgroup  demon- J:  :  ^ 
strated  significantly higher  Hsk> than  the  congregate/day  care  :  ^ ; 
group.    70.6X  of  the_at  large  subgroup  d ted  a  risk  level  of    ^  ^ 
moderate  to  high,    tnconparfsoji  the_day  care/congregate  subgroup 
identified 54^03* Sin± the BQdera£ei$6;  high ,  range,.    Oyerallji  S8;21^;, 
of  the  respondents  Indicated  a 'risk;  Tevftl^from. moderate  to  hlghr  ^ 
Cross-classification  information  is  available  in  Figures  9  and 

io.         ..■     ,  . V^vVs  . 

■'  Figure  ■  ;;,  /. 

Crdss'  Cla^sif ic^tfon  , 
,  Quantity  of  :Pr^$'c>ipt1oC'Drligi'V&ii'f.Hlind 

■    ■•      ;    \  "•"  ;/'by^  ?• 

Quantity  of  Over-The-Counter ;--;0r_ug*\ oiT  Hand 
•  Congregate  and  ;^ay  Xar^ 


t  Of_Mfferent__  . 
Prescriptions:  on 
Hand 

HONE 
1-2^ 

Prescriptions 

3-4  

Prescriptions 

5-6  ^_ 

Prescriptions 
7-9 

Prescriptions 
Id  or  More 

Total 


#  Of  OverTThe-Counter  Drugr^On  Hand 


Ho  Risk:  4.8% 

Low  Risk:  40.9% 

Moderate  Risk;  42.8% 

High  Risk:  VI-5X 
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Figure  10 

Cross  Classification 
Quantity  of  Prescription  Drogs  on  Hand 
by 

Quantity  of  Over-The  Counter  Drugs  on  Hand 
At  Large  Subgroup 


#  Of  Different 
Prescriptions  on 
Hand 

NONE 
1-2 

Prescriptions 
3-4 

Prescriptions 
5-6 

Prescriptions 
7-9 

Prescriptions 
10  or  More 

Total 


I  Of  OvcMhe-Counter  Drugs  On  Hand 


No  Risk:  2.3% 

Low  Risk:  27. H  , 

Moderate  Risk:  50.6% 

.  High  Risk:  20.0% 

From  the  1 nformatlon^provided  it  appears  as  though  Pinellas 
County  elderly  have  access_to_cohsiderable  amounts  of  prescriptions 
as  well  as  over-the-counter_drugsi_that  they  engage  in  self- 
Hi  agnostic  and  medication  behaviors  with  a  moderate  amount  of 
knowledge  of  the  potentl al  side  effects_of  the  medications  used. 
This  Information  suggests  that  :the  elderly  are  at  some  risk  of 
medication  misuse. 


IV. 


tlon  Behaviors 


Several  factors  explored  In  the  survey  can  be_ considered 
Di;safe_medicat1on  practices.    The  following  behaviors  are  con- 
sidered unsafe: 

*d1scontinuance_of  medication  if  feeling  better 
♦saving  old/leftover  medication  for  future  use 
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*phbn1  ngthedoctor  for  m  prescription  Instead. of  a  visit 
*when  sick  engaging  in  a  self  diagnostic/medication  prac- 
tice  

-buying  something  from  the  store 

-use  of  an  old. prescriptl on  

-Borrowing  medicine  from  a  friend 
-    ^use  of  a  home  remedy  ..  ..    _  ._  . 

♦using  over-the-counter  and  prescelbed  medicines  concur- 
rently with  little  or  no  consultation  Wftfc  *he  doctor 
♦missed  taking  prescriptl oris  ^ 

**th1s  behavior  Is  hot  assessed  in  the  short  survey  administered 
at  the  "Senior  Citizens  Showcase  of  Services'1. 

 I ^formation  was  aval  1 able on  the  prevalence  of  each  unsafe 

medication  behavior,  _F1gure_1  i_p_rovj_des_a  rank  order  review  of 
the  percentage  i  nvol vement  of  part id pants  wi th_ the  various _  __ 
unsafe  practices.    The  mostf requently  cited  unsafe  practice  was 
the  concurrent  use  of  over-the-counter  drugs  and  prescription 
medication  with  little  or  no  consultation  with  the  physician. 
Self  diagnosis/medication  ranked  second  for  the  congregate  and 
day  care  groups.    The  behavior  ranked  second  for  the  at  large 
group  was  missing  a  prescription.    Of  the  unsafe  medicating  be- 
haviors, the  least  frequently  cited  was  discontinued  use  If  the 
participant  perceived  relief. 

Figure  11 


Unsafe_Medication_Practices     Congregate    Day  Care-  At  Large  Overall 


using  over. the  counter 
and  prescriptl on  drugs 
without  consulting  a 
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41  .9% 

35, 
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missed  prescription  ' 

40. OS 

17, 

,5X 

65. 2X 

41. 6X 

failed  to  discard  old 
medications 

38.9* 

32, 

.3% 

33.3% 

36. 3X 

discontinued  prescription 
i  f  feel i  ng  better 

22.4% 

12, 

.OX 

25. 4X 

21. 3X 

Previously  each  behavior  was_reviewed_ifldependently.  .How- 
ever, the  potential  deleterious  impact  is  compoundedwhen.  par-  _ 
ticipants  responses  are  reviewed  to  Identify  theirtotalinvolver 
merit  in  unsafe  behaviors.    Information  regarding  unsafe  practl ces 
was  available  on  all  subgroups.    The  "at  large"  group  was  not 
questioned  about  sel f-di agnosti  c/medl  cati ng  behaviors.  Therefore, 
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the  at  large  group  had  a  maximum  score  of  5  for  unsafe  behaviors 
as  oppossed  to  a  maximum  score  of  6  for  the  congregate  and  day 
care  groups. 

 Results  indicate  that  overall  83^1*  of  the  participants  

identified  involvement  In  at  least  one  unsafe  medication  practice. 
Additionally t1t  isofvaluetQ  review  theextent  of  respondent  s 
Involvement  with  unsafe  medication  practices.    An  Index  of  unsafe 
medication  behaviors  ranged  from  noinyplvement  to  Involvement 
in-all  6  (5  for  at  large  respondents)_behay1ors.  Operational 
definitions  include:    l)ldW  involvement  wltbonly  one  unsafe_  _ 
behavior;  2)moderate  Involvement  with  2-4  unsafe  behaviors;  and 
3)  high  Involvement  with  5-6  unsafe  behaviors.    It  is^  lmpprtant 
to  realize  that  the  moderate  range  by  no  means  Implies  normal 
behavior.    The  moderate  category  accounts  for  33%  to.67%1 nvol ve- 
ment  with  the  unsafe  behaviors  cited.    Figure  12  displays  the 
unsafemedication  practice  multiple  Involvement  index.  The. 
highestconcentration  of  responses  was  In  the  moderate  range,  it 
is  interesting  to  note  that  almost  lOXof  the  congregate^respon- 
dents  exhibited  a  high  level  of  involvement  in  unsafe  medica- 
tion practices. 

Figure  12  ; 
Rate  of  Involvement  in  Unsafe  Medication  Practices 
All  Groups 


level  of  Im 

/e^lyercent 

Conareoate 

Day 

Care 

At 

targe_ 

total 

£ 

% 

# 

% 

i 

% 

i  i 

No 

0 

34 

16.6 

11 

17.0 

15 

17.6 

60  16.9 

Lqw 

1 

52 

25.4 

24 

36.9 

19 

22.4 

95  26.8 

Moderate 

2-4 

99 

48.3 

28 

43.1 

48 

56.5 

175  49.3 

High 

5-6 

20 

9.7 

2 

1.0 

3 

3.5 

25      7  .0 

Total 

205 

100.0 

65 

100.0 

85 

100.0 

355  100.0 

V.      "At  Risk0— indicators 

Available  research  continually  cites  the  disproportionate 
involvement  of  the  elderly  in  the  use  of  medication.  Additional 
information  is  available  upon  the  variables  and  extent  of  such 
use,    A  concern  among  elderly  service  providers  is  how  summary 
information  on  elderly  drug  use  can  be  translated  into  an  at  risk 
indicator  for  the  target  population. 

Throughout  the  survey,  participants  were  asked  questions 
whose  subject  matter  dealt  primarily  with  risk.  There  are  il 
such  questions  in  the  general  survey  and  9  in  the  abbreviated 


243 


version  completed  at  the  Senior  Showcase  of  Services.    An  "it 
risk"  Index  can  be  established  using  thesefactbrs.    The  vari- 
ables that  comprise  the  risk  Index  are  as  follows: 

 Question  #_    _:_  j 

Variable  Corresponding  ta  Variable 

Long      Short  . 


Living  alone    __   ._   2  2 

Taking. 2_or_more_prescriptioos  g  5 

Medlcailng  morethanOnce  a  day  14  7 

More_thao_2_prescr1pt1ons  at  home  17  n/a 

Unaware_of  side  effects    -  19  6 

Missed  medication  due  to  forgetful ness  25  g 

Missed  medication  but  reraedl dated  upon  discovery  26  10 

More  than  3  over-the-counter  drugs  at  home  31  20 

Medicines  similar  In  shape  or  color  29  19 

Unable  to  read  labels  34  17 

Unable  to  distinguish  between  medicines  35  fj/a 

Maximum  Risk  Score      11  9 

The  various. "atrlsk"  factors  have  been  grouped  Into  four 

levels.    The  limits  of  the  risk  levels  are  as  follows: 


tow  Risk  1-2  risk  factors 

Moderate  Risk  3-5  risk  factors 

High"  Risk  6-9  risk  factors. 

Extremely  High  Risk  10-12  risk  factors* 

*not  available  on  "at  large"  respondents 


Figure  14 
"At  Risk"  Levels 
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Overall,  96.1%_of_the  respondents  cited  at  least  one  "at 
risk"  factor.    Approximately,  47%  of  all  participants  cited  a 
risk  level  In  the  moderaterange^For  program_deyelopment  pur- 
poses, those  citing  low  risk  values,  39^4%  overall,  are  an 
appropriate  target  group  for  educationaod  prevention  strate- 
gies .    The  moderate  through  extremely  high,  range. present  

an  opportunity  for  Intervention  and  education  effsrts^.SI nee 
over  56%  of  the  respondents  cited  risk  levels  of  moderate  and  _ 
beyonTT^there  appears  to  be  a  significant  population  that  would 
benefit  from  elder  ed  services. 


V I .  Discussion 

Question  by  question  comparison  of  results  of  the  Initial 
elder-med  survey  andthe.present  Instrument  are  not  possible. 
Questions  were  reworded  for  greater  clarity-    However,  there  are 
questions  that  are  comparable..  The  Initial  survey  cited  76% 
prescription  use  as  compared _to_68J4%_in_the  current  SampteT 
This  difference  Is  reflective  of  the  currentstudygroup  ex- 
hibiting 49.1%  Involvement  with  over-the-counter  medications. 

The  reliance  and  prevalence  of  over-the-counter  drugs  in 
the  1983  group  Is  highlighted  when  reviewingunsafe  medication 
practices.    The  major  unsafe  medication  practl ce_ reported  by 
respondents  In  the  Initial  survey  was^to  skip^prescribed  medi- 
cations.   Although  this  behavior  may  Interrupt  treatment_and_ 
forestall  recovery,  It  Is  not  as  potentially  dangerous  as  the 
practice  of  taking  prescribed  medications  along-Wlth  over-the- 
counter  drugs  without  the  doctor's  knowledge.    TheJ  atter^was 
cited  in  the  1983  study  as  the  most  prevalent  unsafe  practice. 
This  practice  could  lead  to  the  consumption  of  medications 
that  could  be  cbritrai ridl.cated  and  produce  serious  side  effects. 

The  results  of  the  1983  elder-med  survey  Indicate  the  following: 

1.   A  large  percentage  (68.4%)  of  the  elderly  resident  population 
are  consumers  of  prescription  medicine. 

2  Pinellas  County  elderly  are  not  only  consumersof  prescription 
'    medicine,  but  almost  half  (49.1*)  of  the  population  indicate 

use  of  over-the-counter  medi  d nes . 

3  44  5%  of  the  elderly  population  frequently  use  over-the-counter 
meoTcatiOD  in  conjunction  with  prescribed  medicines  with  little 
or  no  consultation  with  their  doctor. 

4.   Approximately  83.1%  of  the  elderly  population  engage  In  at  least 
one  unsafe  medication  practice. 

5    over  half  (56.3%)  of  the  population  indicated  moderate  to  high 
levels  of  involvement  In  unsafe  medication  practices. 

6.   The  risk  of  a  medication  error  is  Increased  in  relation  to  the 
total  nunber  of  risk  factors  that  can  be  ascribed  to_a_respQiVv_ 
dent.   Almost  10%  of  the  survey  respondents'  risk  scores  fell  in 
the  high  range~An  additional  47%  cited  a  moderate  risk  level. 
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7.    Finally  the  data  suggest  that  the  majority  oftheelderly  engage 
1n  unsafe  medication  behaviors  and  are  Mat  risk"  of  medication 
mismanagement. 

VII.  Summary/Conclusion 

 Gjyen_the_inyolyement  of  youth  In  drag  use  and  misuse  throughout  the 

Un1ted_S$ates_>_it  is  not  surprising  that  research  and  program  development 
are  geared  toward  a  younger  target  population.   Available  data  suggest 
that  the  elderly  while  disproportionately  consume  prescription  and  over- 
the-counter  drugs  in  relation  to  their  representation  in  the  general 
population,  are  at  a  higher  risk  of  potential  misuse  of  these  substances. 
Operation  PAR,  Inc.  is  committed  to  prevention,  education  and  intervention 
strategies  for  drug  and  substance  abuse  for  all  age  levels  . 

The  objective  of  the  elder-med  study  was  to  Identify  and  synthesize  : 
j  nformation  on  the  us ; e  _and  misuse  of  pr_es_cr i  pti on  and.  over-the-counter 
drugs  among  the  elderly. .Study  results  indicate  that  a  concern 
for  the  high  rate  of  medication  use  and  mismanagementamong  the 
elderly  is  warranted.    Underreporting  is  common  to  all  age 
groups  on  sensitive-subjects  and  is  an  expected  reaction  in  self- 
report  inquiries:    Thus,  the  true  dimensions  of  the  drug  use/ 
misuse  practices  of  the  Pinellas  County  elderly  may  only  be  estimated 
from  the  data . 

However,  the  elder-med  survey  results  serve  to  reinforce 
the  need  for*  medi cation  manag ement  services  f p r  t h e  elderly . 
Educati on  and  prevention  efforts  shoul d  be  concentrated  on  the 

dynamics  ofmedicatioo  use/misuse  Inrelatlontothe  aging   

process*  .Another  area  for_ service  development. would. be  to  make 
the  general  population  sensiti ve  to. the  potential  dangers  of 
dealing  with  the  aged  through  medication.    Pinellas  County 
elderly  are  "at  risk"  with  respect  to  medication  use/misuse, 
although  the  risk  can  be  managed  through  the  delivery  of  elder- 
med  services. 
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CONGREGATE 


DAY  CARE 


AT  LARGE 


TOTA^ 


Sources  of  In- 
formal bri  on 
Over^The- — 
Counter  Medi- 
cine: 

Aavertisi  ng 

Friends 

Rel ati  ves 

Pharmaci s  ts 

Labels. 

Doctors 

Total 

Over-THe-  

Coun  ter_  Medi - 
cine  Currently 
on  Hand  at  Home 

Aspirin/Buf- 
fer) n 
Antacids 
Laxatives/ 
Diureti  CS 
Iron  Pills 
Mineral  Gil 
Cold  Medicine- 
Cough  Medicine 
Nasal  Spray 
Sleeping  Pills 
Vitamins 
Other 
Total 


33 
19 
3 
25 
15 
49 
144 


151 
58 

105 
26 
15 
49 
52 
29 
20 
94 
28 

618 


22.9 
13.2 
2.1 
17.4 
10.4 
34.0 
100% 


24.5 
9.4 

17.0 
4.2 
2.4 
7.9 
8.4 
3.2 
3.2 

15.2 
4.6 
4.6 


5 
4 
4 
8 
2 
T9 
42 


43 
12 

27 
3 
3 
9 

17 
7 
4 

21 

146 


11.9 
9:5 
9.5 

19.1 
4.8 

45.2 
lOOt 


29.4 
8.2 

18.5 
2.1 
2.1 
6.2 

11.6 
4.8 
2.7 

14.4 

lOOt 


U 
8 
7 

22 
7 

27 

82 


94 
35 

49 
10 
3 
23 
29 
21 
11 
58 
-13 
346 


13.4 
9.8 
8.6 

26.8 
8.5 

32.9 
lOOt 


27.2 

lb  - 1 

14.1 
2.9 
.9 
6.6 
8.4 
6.1 
3.2 
16:8 
3,7 
lOOt 


49 
31 
14 
55 
24 
95 
268 


288 
105 

181 
39 
21 
81 
98 
48 
35 
173 
41 
1,110 
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CONGREGATE 


DAY  CARE 


AT  LARGE 


Number  Of  Different 
Over-The-Counter 
Medicine  On  Hand  At 
Home: 


NONE 

1 

2 

3 

4 

5 

6 

7 

8 

9 
10 
U 
12 
TOTAL 


Experienced  Trouble 
With  Packaging  Of 
Medicine: 


YES 
NO 

TOTAL 


42 
23 
32 
23 
35 
19 
14 
6 
6 
2 
1 

2 

205 


58 
102 

160 


20.5 
11.2 
15.6 
H.2 
17;i 
9.3 
6.8 
2.9 
2.9 
1 

.5 

1 

100 


36:3 
63.7 


20 
10 
7 
11 
7 
4 
5 


64 


12 
38 


50 


31.3 
15:6 
10.9 
17.2 
10.9 
6.3 
7.8 


100 


24. 
76. 


5 
8 
10 
16 
11 
14 
7 
6 
S 
3 


85 


42 

38 


80 


TOTAL 


5.9 

-9.4 

u;a 

18.8 
12.9 
16.5 
8.2 
7.1 
5.9 
3.5 


100 


52.5 
47.5 


67 
41 
49 
50 
53 
37 
26 
12 
U 
5 
1 

2 

354 


112 
178 

290 


18.9 
11.6 
13.2 
14.T 
15.0 
10.5 
7.3 
3.4 

3;i 

1.4 
.3 


38,6 
61 .4 


100 


ERIC 


248 


CONGRfGWi  .  PAT  CAKE   AT  UtRGJ    TOTAL 


Medicine  Is  Kept: 

# 

X 

# 

% 

I 

X 

I 

I  * 

Bathroom 
Kitchen 
Bedroom 
Other 

93 
S3 
29 
13 

49:5 
28.2 
15.4 
6.9 

22 
21 
15 
4 

35:5 
33.9 
24.2 
6.4 

... 

... 

ur 

74 
44 
17 

46  - 
29:6 
17.6 

6.3 

TOTAL 

188 

62 





250 

Are  Any  Medicines 
Similar  in  Color/ 
Shape: 

YES 
NO 

23 
100 

XB.7 
81:3 

IS 
36 

29.4 
70.6 

18 
47 

27.7 
72.3 

56 
183 

23.4 
76.6 

TOTAL 

123 

51 

65 

100 

239 

100 

Able  To  Read  Labels/ 
Instructions: 

Never  

Sometimes 
Always 

15 
27 
139 

8:3 
14.9 
76.8 

8 
13 
34 

14.6 
23.6 
61.8 

2 
16 
55 

2:s 

21.9 
75.3 

25 
56 
22B 

8:1 

18.1 
73.8 

TOTAL 

181 

55 

73 

309 

Difficult  to 
Dis£ihguish_Qne 
Medicine  From 
Another: 

Never  

Sometimes 
Always 

37 
13 

68.9 
23 
8.1 

34 
15 
8 

59.7 
26.3 
14.0 

145 
52 
21 

66.5 
23.9 
9.6 

TOTAL 

161 

57 

100 

218 

2¥2 


9 

ERIC 
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CONGREGATE      ,      DAY  CARE  AT  LARGE  TOTAL 


# 

X 

1 

X 

I 

X  . 

f 

X 

Sex: 

* 

V 

Male 

102 

49.5 

16 

24.6 

24 

28.2 

142 

39.9 

IQ4 

cn  ■  r 

49 

-  75*4 

61 

-  21  *8 

2.14 

60.1 

Total 

206 

10QX 

65 

10QX 

85 

100X 

356 

100X 

Li  v1 ng 

Arrangements : 

A  lone 

1  1  0 

__  _ 
56 . 6 

9  R 

__  _ 
38 . 5 

28 

...  _ 
34. 6 

169 

_..  . 
48. 1 

w/spouse 

59 

23.9 

-8 

12.3 

52 

64.2 

119 

33.9 

Li  7  f  a  hi  4  lu 

Ft  /  I  a  ui  l  _ijf  _ 

20 

Q  "  7 

9R 

Jo .  D 

1 

1  •  c 

AC 

13.1 

w/frlends.. 

7 

3.4 

3 

4.6 

ia 

2.9 

Group  Care 

3 

1.4 

4 

6.1 

7 

2.0 

Total 

205 

1QQX 

65 

100X 

81 

100X 

351 

100X 

Age: 

60-69 

60 

30.0 

IS 

23.8 

44 

53.0 

119 

I 

34.4 

70-79  

85 

4275 

19 

30.2 

32 

38.6 

136 

39.3 

80  and  over 

55 

27.5 

29 

46.0 

_7 

a. 4 

91 

26.3 

Total 

200 

10QX 

63 

100X 

83 

100X 

346 

100X 

F  1nan d a  1  : 

Social  Sec. 

190 

70.6 

55 

69.6 

70 

72.2 

315 

70.9 

Pensi  on 

60 

22.3 

6 

7.6 

27 

27.8 

93 

20.9 

Food-Stamps 

10 

3!7 

7 

8.9 

17 

3.8 

Welfare 

4 

1.5 

6 

7.6 

1Q 

2.2 

Other  Assist. 

5 

1.9 

5 

6.3 

10 

2.2 

Total 

269 

100% 

79 

1QQX 

97 

10QX 

445 

100X 

Mul t1 plft 

F1 nanci  al 

Sources 

55 

16 

21 

i 

-92 

ERIC 
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CONGREGATE      ;      DAY  CARE  AT  LARGE  TOTAL 


I 

■  X 

- 
1 

- 
X 

- 
# 

- 

- 
i 

-  '. 

Udder  Doctor's 

Care: 

Yes 

1  29 

63.8 

48 

76;  2 

_ 

m 

177 

66.8 

No 

73 

36 . 2 

1 5 

23.8 

88 

32.2 

Total 

202 

100X 

63 

1 00X 

265 

io  OX 

'\iiffpi'*    Frnin  • 

Col  ds 

73 

14.1 

26 

15.0 

99 

14.7 

M  u 

28 

46 

5.8 

38 

g.7 

Headaches 

36 

6:9 

1  2 

6.9 

48 

7.1 

Co  uq  h  s 

39 

7.5 

1 2 

6.9 

51 

7.6 

Stomach  Prob. 

31 

6.0 

8 

4.6 

39 

•  5.8 

Ar  t  h  r  \  t  i  <; 

89 

1  7.  2 

28 

16.  2 

117 

17.4 

High  Blood 

Pressure 

68 

13.1 

23 

13.3 

91 

13.6 

Gas/  Indlgestl on 

44 

12.3 

17 

9.9 

61 

9.1 

Leg  Cramps 

69 

13.3 

28 

16.2 

97 

14.4 

Chest  Pain 

22 

9 

5;  2 

-  31 

4.6 

Total 

499 

100* 

173 

1002 

672 

100X 

Multiple 

. Compl al bts: 

1 

~n 

17.9 

8 

12.3 

45 

16.6 

2 

32 

15.5 

10 

15.4 

42 

15.5 

3 

27 

13.1 

10 

15.4 

37 

13.6 

4 

J7 

H.2 

9 

13.9 

26 

9:6 

5 

14 

6:8 

4 

6.2 

18 

6.6 

6 

9 

4.4 

4 

6.2 

13. 

4.8 

7 

7 

3.4 

2 

3.Q 

9 

3.3 

8 

3 

1.5 

2 

3.0 

5 

1.9 

9 

3 

1.5 

1 

1.5 

4 

1.5 

10 

_! 

.5 

1 

.4 

0 

56 

27 . 2 

15 

23*1 

-/J 

-  26  *  2 

Total 

206 

100% 

65 

100X 

Z71 

100X 

ERIC 
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CONGREGATE      ,      DAY  CARE  AT  LARGE  TOTAC   


i 

% 

1 

S 

1 

% 

I 

X 

Description  of 
General  Health: 

Poor 
Fair 
Good 

Excel le'H 
Total 

9 
74 

104 
20 

207 

.4.3 
35.8 
50.2 
-9,7 
100X 

5 
25 
28 

5 
63 

7.9 
39.7 
44.5 

100X 

XA 
99 

10c 

25 
270 

S.2 
36:6 
ah  a 

9.3 
10GX 

Frequency  of 
Doctor's  Visit: 

Once  a  month 
Twl ce  a  year 
Once  a  year- 
Other 
Total 

36 
71 
40 
39 
186 

19.3 
38.2 
21.5 
2U0 
100X 

16 
11 
H 
24 
62 

25.9 
17.7 
47.7 
38.  7 
100X 

52 
82 
51 
-63 
248 

21 .0 
33.0 
20.6 
25,4 
100X 

SI ck-Oays  1 n 
Past  2  Months: 

#0ays 
' IRes  pohdents 
Average 

552 
158 

109 

34 

3:2 

661 
192 
3.< 

Taking  Prescri bed 
Medicine: 

Yes 
No 

Total 

129 
68 
197 

65.5 
34.5 
100X 

46 
13 
59 

78.0 
22.0 
100X 

175 
81 
256 

68:4 
31.6 
IOCS 

9 

ERIC 
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-_C0MGREGATE 


DAY  CARE 


At  LARGE 


TOTAL 


Number  of  Pre- 
scri 5ed_Medi - 
cines  Being 
Taken : 

1-2 
3-4 
5-5 
7-9 

10-or  more 
Total 

Times  Medicated 
Dai ly : 

1 

2 
3 

4.  ... 
More 
Total 

Quite  Taking 
Medicine  if 
Feeli ng  Better 

Yes 
No 

Total 


113 

27 
9 
5 
9 

163 


62 
40 
26 
17 
§ 

150 


39 
135 
174 


69.3 
16.6 
5.5 
3.1 
5.5 
100% 


41.  3 
26:7 
17.3 
11.3 

1001 


22.4 
77.6 
100% 


22 
21 
4 


47 


15 
15 
16 

3 

49 


6 
44 
50 


46.8 
44.7 
8:5 


1002 


27:8 
27.8 
29.6 
5.5 


1002 


12 
88 
1002 


41 

26 
4 
3 

74 


21 
12 
15 
12 
1 

61 


16 
47 
63 


55.4 
35.1 
5.4 
4.1 

1002 


34.4 
19.7 
24.6 
19.7 
1.6 
1002 


25:4 
74.6 
1002 


176 
74 
17 
8 
9 

284 


98 
67 
57 
32 
6 

260 


61 
226 
287 


62.0 
26:Q 
6.0 
2.8 
3.2 
1002 


37.7 
25.8 
21.9 
12:3 
2,3 
1002 


21:3 
78,7 
1002 


ERLC 
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CONGREGATE  DAY  CARE  AT  LARGE   TOTAL 


t 

5 

I 

X 

X 

1 

% 

Disposition  of 
Leftover  Medi- 
cine: 

Save  for  Latei 
Throw  Out 
jnare 
Total 

Umber  of  Ctfferen 
Pre£erfTit"f*nr*  on 

'  I  cjvi  IULIUI14  Hit 

Hand  Today: 

52 
88 
4 

134 

36.1 
61.1 
2.8 
100X 

13 
31 
2 
4d 

28.3 
67.4 
4.3 
100X 

23 
46 

69 

33.3 
66.7 

iobx 

88 
165 
6 

259. 

34.0 
63.7 
2.3 
100X 

1-3 
4-6 

7-9  

10  or  more 
0 

Total 

123 
24 
8 
3 
18 
176 

699 
13.6 
4.6 
1.7 
10.2 

ioax 

38 
8 
2 

8 
56 

67.  g 
14.3 
3.6 

14,3 

mat 

161 
32 
10 
3 

.  26 
232 

'  69.4 
13.8 
4.3 
1.3 
11.2 
100X 

Phoned  Doctor 
For  Prescrip- 
tion: 

Yes 
No 

Total 

77 
107 
184 

41.9 
58. 1 
100X 

21 
38 
159 

3H.6 
64,4 
10QX 

40 

39 
79 

50.6 
49.4 
10QX 

138 
184 
322 

42.9 
57.1 
100X 

Aware  of  Medi- 
cine Side  Ef- 
fects ; 

Yes 
No 

Total 

109 
150 

72.7 
27.  3 
10QX 

26 
28 
54 

48.1 

51,9 
1QQX 

49 
26 
75 

65,3 
34.7 

ioax 

184 
95 
279 

65.9 
34.1 
100X 

257 
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CONGREGATE     ;     DAY  CARE  AT  LARGE  TOTAL 


1 

t 

1 

t 

1 

%  _ 

_# 

% 

When  Sick  and 

Did  Not  Go  to 

the  Doc  tor ,  I : 

Buy  Some th1 ng 

_  _  _ 



from  Store 

32 

20 .1 

7. 

15.6 

39 

19.1 

Use  Old  Pre- 

scription 

17 

ID.  7 

7 

15.6 

24 

11.8 

Bor_row_f  rom 

- 

Friends  

1 

•  6 

i 

•  5 

Use  H ome- Reraed 

.  29 

18.3 

2 

4.4 

31 

15.2 

Tal  Ic  to  Phar- 

macist 

17 

10.7 

2 

4v4 

19 

"  9.3 

Pnone_Doc_tor  _ 

for  Prescrip- 

tion 

17 

10.7 

5 

U.l 

22 

10.8 

Nothing 

4ft 

28.9 

22 

48.9 

68 

3a,3 

Total 

159 

loot 

45 

100% 

204 

loot 

Use  Over  The 

Counter  Medi- 

cine? 

Yes 

§4 

48 

27 

52:9 

in 

49.1 

N6__ 

91 

52 

24 

47.1 

115 

50^9 

Total 

175 

loot 

51  • 

loot 

226 

loot 

Use  Over  The 

Cbuhfer_w/Pre- 

scrl pti ons : 

Yes 

81 

44.3 

25 

45.5 

35 

44.3 

141 

44.5 

no — 

1  U  C 

cc-7 

54  5 

55  7 

176 

55  5 

Total 

183 

100JI 

55 

loot 

79 

loot 

317 

lOOt 

258 
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CONGREGATE 

Day 

CARE 

AT  t 

ARGE 

TOTAL 

I 

I 

X 

i 

% 

0 

% 

1 

% 

Consi 1 t  doctor 
When  Using 
Over-The- 
Counter  Medl- 
ration: 

Never 
Sometimes 
Always 
total 

61 
41 
45 
147 

41.5 
27.9 
30.6 
10GX 

21 
14 
14 
49 

42.8 
28.6 

2S-6 
1 00% 

25 
22 
t  o 
63 

39i7 
34.9 

-  25 .4 

100X 

107 
77 
75 

259 

41 .3 
29.7 
29 
10  OX 

Mtssed.Taking 
Prescription: 

yes 

No__ 
Total 

64 
96 
160 

40 

60- 
100X 

10 
47 

57 

17.5 
82.5 
100% 

45 
24 
69 

65.2 
34,8 
100X 

119 
T67 
286 

41.6 
58.4 
100X 

Reasons  for 
MissingPre- 
scriptlon: 

Felt  Better 
Forgot 
Felt  Worse 
Old  Not  Help 
Other 
Total 

18 
& 
3 
9 
8 

104 

17.3 
63.5 
2.9 
8.6 
7.7 
100% 

6 
12 
2 
1 

21 

28.6 
57.1 
9.5 
4.8 

100X 

3 
40 
3 
2 
3 
51 

5.9 
78.4 
5.9 
3.9 
5.9 
100X 

27 
118 
8 
12 
11 
176 

15.3 
67.1 
4.6 
6.8 
6.2 
100X 

Response  to 
Missed  Pre- 
scription: 

Take  another 

pill 
Wait  Until 

Next  Time 
Other 
Total 

11 

68 

_7 
86 

12.8 
79.1 

b;i 

100% 

3 

17 
1 

21 

14.3 
80.9 
100% 

6 

28 
10 
44 

13.7 

63.6 
22 . 7 
100X 

20 

1*13 
18 
151 

13.2 

74.8 
.  12- 
100X 

*  V 

*  259 


ERIC 
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DAY  CARE  AT  LARGE  fWAl 


Cost  Of  Medicine  A 

I 

% 

1 

% 

f 

t 

I 

% 

Hardship: 

YES 
NO 

66 
93 

41.5 

58:5 

21 
36 

36.8 
63.2 

87 
129 

4Q.3 
59.7 

TOTAL 

.159 

100 

57 

100 

217 

100 

Monthly  Medical 
Expense: 

Dollars 
N 

Average 

3124 
119 
$26.25 

570 
28 
$20.36 

3694 

Ml 
$25.13 

Unsafe  Medic* cion 
practices 

1 

2 
3 
4 
5 
6 
0 

52 
44 
34 
21 
12 
8 
34 

25.4 
21.5 
16.6 
10.2 
5.8 
3.9 
16.6 

24 
15 
10 
3 
1 
1 

11 

36.9 
23.1 
15.4 
4.6 
1.5 
1.5 
17-0 

19 
18 
19 
11 

3 

ft/A 
15 

22.4 
21.2 
22.4 
12.9 
3.5 

m 

17.6 

95 
77 
63 
35 
16 
9 

60 

26.8 
21.7 

17:8 
9.8 
4.5 
2.5 

16.9 

TOTAL 

205 

100 

65 

100 

85 

100 

355 

100 

260 


ERIC 


257 


CONGREGATE  DAY  CARE  At  LARGE  TOTAL 


Nuniber  Of  Risk 

Factors. _ 

# 

s 

# 

* 

# 

1 

# 

X 

Indicated 

1 

33 

16.1 

5 

-7.7 

16 

18.8 

54 

is. 2 

2 

48 

23^4 

13 

20  - 

25 

29.4 

86 

24.2 

3 

49 

23.9 

10 

15.4 

20 

23.5 

79 

22.3 

4 

27 

13.2 

14  ■ 

21.5. 

11 

12.9 

52 

14.7 

5 

19 

9.3 

10 

is. 4 

7 

8.2 

36 

10.1 

6 

13 

6.3 

3 

4.6 

3 

3.6 

19 

S.4 

7 

8 

3.9 

2 

3.1 

.10 

2.8 

8 

_2 

___1 

2 

3,1 

4 

111 

9 

10 

1 

.5 

i 

.3 

XX 

12 

b 

5 

2.4 

6 

9.2 

3 

3.6 

14 

3.9 

TOTAL 

205 

100 

65 

100 

85 

100 

355 

100 

2Si 


ERIC 
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.  APPENDIX  B 
Completion  Percentages  For  Survey  Questions 


Question 


356 
356 
356 
356 
356 
356 
271 
271 
271 

271 
356 
356 
356 
356 
271 
356 
356 


Number  Of 
Responses 


356 
351 
346 
353 
265 
271 
271 
270 
248 

256- 

284 

260 

287 

259 

232 

322 

279 


aoo_ 

98.6 

97.2 

95.1 

74U 

76.1 

100 

99.6 

91.5: 

94*5 

79.8 
73  _ 
80.6 
72.8 
85.6 
90:4 
78.4 


Question 


19 
20 
21 
22 
23 
24 
25 
26 
27 
28 
29 
30 
31 
32 
33 
34 
35 


N 


271 
271 
356 
356 
356 


356 


356 
271 
356 
356 
271 
271 


Number  Of 
Responses 


204 

226 
317 
259 
286 


268 


290 
250 
239 
309 
218 
216 


75. 
83, 
89. 
72, 
80, 


75.3 


81.5 
92.3 
67;l 
86.8 
80.4 
79.7 
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06/21/83  CAUSE-EFFECT  RELATIONSHIP  BETWEEN  EACH  DRUG  AND  REACTION  PAGE  59 

CANNOT  BE  ESTABLISHED  WITH  CERTAINTY  IN  ALL  CASES 

PPA  CONTAINING  DRUGS 

AGE        COSTART  TOTSt  

OCCURRENCES 

BODY  AS  A  WHOLE 

COSTART  COUNT  ADRENERG  5TND  I 

COSTART  COUNT  ALLERO  REACT  2 

COSTART  COUNT  ANAPHYL  i 

COSTART  COUNT  ANOMALY  CONGEN  5 

COST ARt  COUNT  ANTICHOLINERG  SYND  1 

COSTART  COUNT  ASTHENIA  t 

COSTART  COUNT  CHILLS  1 

COSTART  COUNT  CHILLS  FEVER  1 

COSTART  COUNT  DEATH  1  ; 

COSTART  COUNT  EDEMA  FACE  4 

COSTART  COUNT  FEVER  } 

COSTART  COUNT  HEADACHE  J 

COSTART  COUNT  INFECT 

COSTART  COUNT  MALAISE  I 

COSTART  COONT  OVERDOSE  I 

COSTART  COUNT  OVERDOSE  ACCl'O  J 

COSTART  COUNT  OVERDOSE »  1  .  . 

-COSTART  COUNT  PAIN  1 

COSTART  COUNT  PAID  A1DO  2 

COSTART  COUNT  PAIN  CHEST  5 

COSTART  COUNT  SERUH  SICK  1 

COSTART  COUNT  SHOCK  1 


m  COHTAIHIHO  DRUGS 


CAUSE-EFFECT  REWHWP  BETWEEN  EACH  DRUM  ^ACTION 
CANNOT  IE  ESTABLISHED  WITH  CERTAINTY  Ht)(;C$  B 


AGE        COSTART  TOTAL 

OCCURRENCES 


BODY  AS  A  WHOLE 


AGE 

COUNT 

COSTART 

COUNT 

0 

HkADACHE 

COSTART 

COUNT 

0 

NO  DRUG  EFFECT 

•  COSTART 

COUNT 

0 

OVERDOSE 

AGE 

COUNT 

5 

COSTART 

COUNT 

1 

ANOMALY  CONGEN  MULT 

COSTART 

CROHT 

1 

DEATH 

COSTART 

COUNT 

I 

ECTROMEtIA 

COSTART 

COUNT 

I 

OVERDOSE  ACCID 

COSTART 

COUNT 

I 

SERUM  SICK 

AGE 

COUNT 

1 

COSTART 

colt 

2 

ALLERG  REACT 

COSTART 

COUNT 

2 

OVERDOSE  ACCID 

AGE 

COUNT 

2 

COSTART 

COUNT 

3 

OVERDOSE  ACCID 

AGE 

COUNT 

3 

COSTART 

COUNT 

* 

OVERDOSE  ACCID 

-AGE 

COUNT 

S 

COSTART 

sm 

7 

ASTHENIA 

AGE 

cook: 

7 

COSTART 

COUNT 

8 

ASTHENIA 

Wlim  CA05E-EFFECI  RELATIONSHIP  BETWEEN  EACH  DRUG  AH^R^^C^lOH  PAGE  it 

CAHNOT  IE  ESTABLISHED  WITH  CERTAINTY  IK  ALUMES 


PPA  CONTAINING  DRUGS 


AGE        COSTART         -TOTAL  - 
 OCCURRENCES. 


BODY  AS  A  WHOLE 

AGE  COUNT  i  I 

COSTART  COUNT  11  ALLERG  REACT  1 

AGE  COUNT  ii  1 

COSTART  COUNT  IS  EDEilA  FACE  1 

AGE  COUNT  15  1 

COSTART  COUNT  17  ANAPHYt  I 

COSTART  COUNT  17  FEVER  I 

AGE  COUNT  17  2 

COSTART  COUNT  IS  OVERDOSE  INTENT  I 

AGE  COUNT  11  2 

COSTART  COUNT  19  OVERDOSE  INTENT  1 

AGE  COUNT  19  1 

COSTART  COUNT  20  HEADACHE  1 

COSTART  COUNT  20  OVERDOSE  INTENT  2 

COSTART  COUNT  20  PAIN  1 

AGE  COUNT  20  4 

COSTART  COUNT  22  HEADACHE  1 

AGE  COUNT  22  1 

m     __  

COSTART  COUNT  »  OVERDOSE  INTENT  1 

AGE  COUNT  :.j  I 

COSTART  EOSHI  24  ECTR0.1ELIIS  I 


-COSTART  COUNT  2<  FVEROOSE  1 


ERIC  1 
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CAUSE-EFFECT  RELATIONSHIP  8ETWEEN  EACH  DRUG  AND  REACTION 
CANNOT  IE  ESTABLISHED  WITH  CERTAINTY  IN  ALL  CASES 


PAGE  12 


PPA  CONTAINS  DRUGS 


AGE 


COSTART 


TOTAL 
OCCURRENCES 


BODY  AS  A  WHOLE 


AGE  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

COSTART  COUNT 

AGE  COUNT 

■COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

AGE  COUNT 


ft 

26  HEADACHE 
26 

27  ANTICH0LIKER6  SYHD 
27  HEADACHE 

27  PAIN  CHEST 

»i 

28  ANAPHYL 

28  EDEMA  FACE 

28  HEADACHE 
28 

30  ALLERG  REACT 

30  HEADACHE 
30 

31  EDEMA  FACE 

31  INFECT 
31 

32  ANOMALY  CONGEN 
32  HEADACHE 

n  SERUM  SICK 
32 


ERIC 


ERIC 


PPA  CONTAINING  DRUGS 

s 

AGE 


WOSE-EHFEC' 
CANNOT  B 


COSTART 


TO 

OCCURRI 


BODY  AS  A  WHOLE 

COSTART 

vv  #  i  ni\i 

COUNT 

33 

AHAPHYL 

COSTART 

V  VV  1  nl*  1 

COUNT 

VVVIl  1 

33 

Y  V 

ECTROHELIA 

COSTART 

COUNT 

VVVIl 1 

JJ 

iiin  FACE 

COSTART 

COUNT 

¥¥  MM  1 

33 

HEADACHE 

AGE 

COUNT 

JJ 

COSTART 

vw  i  nil  i 

COUNT 

Will  1 

34 

■  ft  1  i  atl  li  Jk 

ANAPHYL 

COSTART 

COUNT 

VVVIl  1 

34 

EDEMA  FACE 

COSTART 

V  VV  1  P*l  1 

COUNT 

34 

¥  1 

HEADACHE 

AGE 

COUNT 

VVVIl  1 

34 

COSTART 

CODNT 

VVVIl  1 

35 

Y,,  Vk|  V 

ANAPHYL 

AGE 

n  Km 

COUNT 

vvvii  \ 

35 

COSMT 

COUNT 

!4 

PAIN  CHEST 

t  AGE 

i  nvw 

COUNT 

VVVIl  1 

3& 

COSTART 

COUNT 

37 

m  Wbm  ft  IfcJ     m  ■  all 

SERUM  SICK 

AGE 

COUNT 

37 

COSTART 

COUNT 

38 

PAIN  CHEST 

COSTART 

COUNT 

is 

WITHDRAW  Si 

AGE 

m  

COUNT 

38 

COSTART 

COUNT 

A3 

EDEMA  FACE 

AGE 

COUNT 

A3 

C05TART 

COUNT 

45 

HEADACHE 

-AGE 

COUNT 

45 

RELATIONSHIP  BETWEEH  EACH  DRUG  AHD  REACTIOH 
ESTABLISHED  WITH  CERTAINTY  IN  ALL  CASES 


PAGE  S3 


L- 

m 
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MAW  CADSE?£FFECT  REl 'tiONSHIP  BETWEEN  EKCM  DROO  AHD  REACTION  PAGE  M 

CANNOT  BE  ES ; m3L ISHED  WITH  CERTAINTY  IN  All  CASES 

PPA  CONTAINING  lOS 


ACE        C05TART   TOTAL...  - 

OCCURRENCES 


BOOT  AS  A  WHOLE 


C05TART 

COUNT 

M 

ASTHENIA 

1 

AGE 

COUNT 

M 

I 

COSTART 

COUNT 

48 

HEADACHE 

I 

COSTART 

COUNT 

« 

PAIN 

I 

AGE 

COONT 

2 

COSTART 

COUNT 

EDEMA  FACE 

1 

AGE 

COUNT 

M 

1 

COSTART 

COUNT 

50 

OVERDOSE 

1 

AGE 

COUNT 

51 

1 

COSTART 

COUNT 

51 

PAIN  ABDO 

1 

COSTART 

COUNT 

51 

PAIN  CHEST 

1 

AGE 

COUNT 

51 

2 

COSTART 

COUNT 

54 

SERUM  SICK 

l 

■ 

AGE 

COUNT 

si 

1 

COSTART 

COUNT 

55 

ASTHENIA 

I 

COSTART 

COUNT 

55 

HEADACHE 

I 

COSTART 

COUNT 

55 

PAIN  CHEST 

I 

•AGE 

COUNT 

55 

J 

COSTART 

COUNT 

Si 

ASTHENIA 

1 

COSTART 

COUNT 

Si 

CEREBROWC  ACCID 

i 

COSTAtiT 

COUNT 

si 

NO  DRUG  EFFECT 

i 

m 

ERIC 


06/21/81 


PPA  C0HTAININ6  DRUGS 


CAUSE-EFFECT  REIMOHSHIPJEIHEEN  EACH  DRUG  AHflK  REACTION 
CANNOT  BE  ESTABLISHED  WITH  CERTAINTY  IN  ALIASES  I 


PAGE  65 


AGE 


C05TART 


  I0T6t  

OCCURRENCES 


ERIC 


BODY  AS  A  UHOCE 

AGE  COONT  36 

COSTART  COUNT  58  MALAISE 

AGE  COUNT  58 

COSTART  COUNT  60  HEADACHE 

AGE  COUNT  60 

COSTART  COUNT  62  HEADACHE 

COSTART  COUNT  62  OVERDOSE 

AGE  COUNT  62 

COSTART  COUNT  64  HEADACHE 

COSTART  COUNT  64  NO  DRUG  EFFECT 

COSTART  COUNT  64  FAIN  ; 

AGE  COUNT  64 

COSTART  COUNT  74  INFECT 

AGE  COUNT  74 

COSTART  COUNT  85  PAIN  ABDD 

AGE  COUNT  85 

COSTART  COUNT  88  HEADACHE 

COSTA'lt  COUNT  86  PAIN  CHEST 

AGE    'COUNT  88 

COSTART  COUNT  95  ALIERG  REACT 

AGE  COUNT  )5 

UNCUS  COUNT 


3 

i 
i 
l 
i 
i 
l 

2 
1 
1 

r 

j 

i 

i 

i 

i 

i 

i, 

z 

l 

l 

138 
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06/21/SS  CAUSE-EFFECT  REtATIOHSHIP  BETUEEH  EACH  DRUG  AND  REACTION  ,  PACE  it 

CANNOT  IE  ESTABLISHED  HUH  CERTAINTY  IN  All  CASES 


PPA  CONTAINS  DRUGS 


AOE        COSTART  TOTAL 

OCCURRENCES 


BODY  AS  A  WHOLE 


CARDIOVASCULAR  SYSTEM 

rntiiOT 
C05TART 

COUNi 

WbM  PECTORIS 

COSTART 

COUNT 

CEREBR0VA5C  ACCID 

COSTART 

COUNT 

HEAP?  ARREST 

COum 

HYFcRTEiiS 

COSTART 

COUNT 

MIGRAINE 

COSTART 

COUNT 

PALPITAT 

COSTART 

COUNT 

PERICARDITIS 

COSTART 

COUNT 

SHOCK 

COSTART 

COUNT 

SYNCOPE 

COSTART 

COUNT 

VASCULITIS 

COSTART 

COUNT 

VASODIUT 

AGE 

COUNT 

COSTART 

COUNT 

0  THROM  CEREBR 

AGE 

COUNT 

0 

COSTART 

COUNT 

I 

VASCULITIS 

-AGE 

COUNT 

3 

COSTART 

COUNT 

4  HEART  ARREST 

COSTART 

COUNT 

\ 

TACHYCARDIA 

AGE 

HUP 

\ 

COSTART 

COW 

i 

TACHYCARDIA 

70 


ERIC 


OS/21/83 
FPU  CONTAINING  DRUGS 
AGE 


CAUSE-EFFECT  RELATIONSHIP  BETWEEN  EACH  DRUG  AND  REjwik\ 
CANNOT  BE  ESTABLISHED  WITH  CERTSINTY  IN  Alt  CASK1^ 


PAGE « 


COSTART 


... .  IOTIC  

OCCURRENCES 


CARDIOV 

ASCUt 

Alt  SYSTEM 

tr.P 

rntiNi 

1 

0 

rn«iTiffT 

rnnm 
fUuni 

a 

HYPFfTIM 
nirtMtnj 

lUDlAlU 

*uum 

U 

TIPHVfiPllIi 

kit 

I? 

dill  1  fin  | 

COUN1 

1J 

HYPERTENS 

IpIM  kiiw 

CnSTART 

I0UN1 

1J 

ire 

MUNI 

\i 

It  (HI  Ml 

MIIN1 

uuun  i 

10 

AfiF 
ftUu 

rmiNi 
uuun 

H 

COllNl 

14 

HEART  ARfllfc' 

IV9C 

EMINl 

14 

*niiNi 

til 

UVpCDTCUC 

nir  ciwcns 

uuun  i 

20 

COSTART 

C0UN1 

21 

EXTRASYSTOL 

COSTART 

C0QN1 

21 

PALPITAT 

AGE 

I00N1 

21 

COSTART 

SOU 

22 

HYPERTENS 

AGE  1 

:ouni 

22 

COSTART 

COUNT 

25 

HYPERTENS 

COSTART 

COUNT 

25 

HYPOTENS 

COSTART  1 

I0UNT 

25 

PALPITAT 

211 


ERIC 


QI/21/S3  CAUMFfECI  REUTI0HSU1P_BEIUEEH  E«CH  DRDO  AND  REICTION  M  U 

CANNOT  IE  ESTABLISHED  WITH  CERTAINTY  IN  JILL  CASES 


PPA  CONTAMNG  DRUGS 


CU5TART   IOTAL 

OCCURRENCES 


CARDIOVASCUL AR  SYSTEM 

COSTART 

COUNT 

25 

TACHYCARDIA 

2 

Tap 

AGE 

COUNT 

25 

6 

COSTART 

COUNT 

a 

HEART  ARREST 

1 

COSTART 

COUNT 

26 

HYPERTENS 

2 

AGE 

COUNT 

26 

J 

COSTART 

COUNT 

27 

HYPERTENS 

I 

(05T.IRT 

COUNT 

27 

TACHYCARDIA 

1 

AGE 

COUNT 

2? 

J 

COSTART 

COUNT 

21 



ECO  ABNORM 

I 

COSTART 

COUNT 

28 

INFARCT  HYOCARD 

I 

COSTART 

COUNT 

28 

SYNCOPE 

I 

AGE 

COUNT 

28 

J 

Me  Tilt 

COSTART 

COUNT 

IS 

10 

AN0I1ALY  HEART 

1 

A5E 

COUNT 

30 

1 

COSTART 

COUNT 

31 

HYPERTENS 

I 

AGE 

COUNT 

51 

I 

COT 

COUNT 

J2 

HEN  IHTRACRAH 

1 

COSTART 

COUNT 

32 

HYPERTENS 

1 

AGE 

COUNT 

32 

2 

COSTART 

COUNT 

33 

HEART  ARREST 

1 

COSTART 

COUNT 

33 

HYPERTENS 

1 

AGE 

COUNT 

33 

2 

.  ■ 

ERIC 
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to 


u 
0 


CANNOT  IE  ESTABLISHED  HITH  CERTAINTY  IN  ALL  CASES  " 


PPA  CONTAINING  DKU63  -  ;  t 


  *v 

WE  COSTART 

—  OCCURRENCES 


CARDIOVASCULAR  SYSTEM 

COSTART  COONT  34  HVPERTENS  i 

AGE  COONT  34  \ 

COSTART  COONT  34  MIGRAINE 

AGE  COUNT  JJ 


AGE     COUNT  37 


AGE     COUNT  3t 


ERIC 


COSTART  COUNT  J?  PERICARDITIS  1 


1 


COSTART  COUNT  31  VASODILAT  j 


I 


COSTART  COUNT  4«  HEM  INTRACRAN  J 

AGE  COUNT  40 

COSTART  COUNT  41  SYNCOPE 

AGE  COUNT  41 

COSTART  COUNT  fl  HYP0TEN5  POST 

AGE  COUNT  4! 

COSTART  COONT  44  HYPERTENS 

AGE  COUNT  44 

COSTART  COlt  4<  PALPITAT 


i 
1 
1 
1 
1 
1 
1 
I 


-COSTART  COUNT  4t  TACHYCARDIA  1 

AGE  COUNT  46 

COT  COUNT  47  HEM  INTRACRAN 

COSTART  COUNT  47  HYPERTENS  j 
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CAOSE-EFWT  RELATIONSHIP  JEtWEEN-EfillM  AND  REACTE 
CANNOT  BE  ESTABLISHED  RITH  CERTAIN  Att  CASES 


PAGE  70 


PPA  CONTAINING  D 

RUGS 

*  AG 

E  COSTART 

._.iom... 

OCCURRENCES   

f 

CARDIOVASCULAR  S 

VSTEM 

.  AGE 
r 

COUNT  4 

COSTART 

COUNT  1 

8  BRADYCARDIA 

j 

|  AGE 

COSTART 

COUNT  1 

j 

COUNT  S 

1  BRADYCARDIA 

j  COSTART 
COSTART 

COUNT  J 

1  ENCEPHALOP  HYPERTEHS 

COUNT  5 

1  HYPOTENS 

j 

i  AGE 

f   

COUNT  S 

j 

COSTART 

COUNT  S 

S  HYPOTENS 

j 

|  COSTART 

COUNT  ! 

3  SYNCOPE 

j 

AGE 

* 

COUNT  5 

2 

|  COSTART 

COUNT  5 

5  CEREBROVASC  ACCID 

COSTART 

COUNT  S 

S  SYNCOPE 

I 

.  AGE 

COUNT  5 

2 

COSTART 

COUNT  3 

t  CEREBROVASC  ACCID 

2 

j  AGE 

COUNT  5 

2 

COURT 

COUNT  S 

\  HYPERTEN5 

|  AGE 

COUNT  5 

! 

COSTART 

COUNT  I 

2  ANGINA  PECTORIS 

tl         flllw^llFl     '   Bllf  111! 

;  AGE 

COUNT  6 

■ 

COSTART 
AGE 

COUNT  & 
COUNT  S 

J  HYPERTEN5 

1 

-COSTART 

COUNT  I 

<i  SYNCOPE 

54/2l/"  CADSB-EFFECI  REtSIIONSHIP  -BEtHEEN  EACH-DRUG- AND-REACTION  page  jj 


C 


OT  BE  ESTABLISHED  WITH  CERTAINTY  IN  Hi  <fp 
m  CONTAINING  DRUGS  US 


AGE        COSTART   TOTAL  

OCCURRENCES 


CARDIOVASCULAR  SYSTEM 

AGE      COUNT  (A  2 

COSTART  COUNT  67  BRADYCARDIA  1 

AGE      COUNT  ii  I 

COSTART  COUNT  f)  CEREBROVASC  XCCID  I 

AGE      COUNT  69  1 

COSTART  COUNT  71  HYPERTENS  i 

COSTART  COUNT  71  TACHYCARDIA  \ 

AGE      COUNT  71  2 

COSTART  COUNT  72  ARRHYTHMIA  i 

COSTART  COUNT  72  HYPOTENS  1 

COSTART  COUNT  72  SYNCOPE  1 

AGE      COUNT  72  ] 

COSTART  COUNT  73  ARRHYTHMIA  VENT  1' 

AGE     COUNT  73  j 

COSTART  COUNT  SO  BRADYCARDIA  J  ; 

COSTART  COUNT  SO  HYPOTENS  I  ,  ()  . 

  A  y 

AGE      COUNT  BO  2  .       $  . 

-BODYCtAS  COUNT  ?7        *&  /  ...  )J 

DIGESTIVE  SYSTEM  *_v  ^ 

COSTART  COUNT  BEZOAR  2  J° 


JOSTART  COUNT      CONSTIP  1 


ERIC  ■ 
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Ji/21/iJ  CAUSE-EFFECT  RELATIONSHIP  IETHEEN  EACH  DRUTO  REACTION  PAGE  72 

CANNOT  11  ESTABLISHED  HUH  CERTAINTY  IN  ALL  CASES 

PPA  CONTAINING  DRiiOS 

AGE        COSTART        ... .  TOTAL  

OCCURRENCES   


DIGESTIVE  SYSTEM 


COSTART 

COUNT 

DISCOLOR  TOOTH 

COSTART 

COUNT 

DRY  MOUTH 

COSTART 

COUNT 

GASTRITIS  HEM 

COSTART 

COUNT 

GI DI5 

COSTART 

COUNT 

GtOSSITIS 

COSTART 

COUNT 

JAUNDICE 

COSTART 

COUNT 

NAUSEA 

COSTART 

COUNT 

NAUSEA  VOMIT 

COSTART 

COUNT 

RECTAL  DlS 

ffltTJDT 
CUJIAKI 

mint 

«lTfiM4f  f  TT  *i 

9 i unn litis 

COSTART 

COUNT 

STOMATITIS  ULCER 

COSTART 

COUNT 

TOOTH  CARIES 

COSTART 

COUNT 

ULCER  DUODEN  HEM 

AGE 

COUNT 

COSTART 

COUNT 

0  DRY  MOUTH 

COSTART 

COUNT 

0  NECRO  LIVER 

AGE 

COUNT 

0 

-COSTART  COUNT  1  "'JNDICE  CH0LE5TAT 
AGE     COUNT  : 


COSTART  COUNT    3  VOMIT 


ERIC 


ERIC 
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FPU  CONTAINXNO  DRUGS 

AGE  COSTART 


CANNOT  IE  ESTABLISHED km  CERTAINTY  IN  ALLUA8ES 


PAGE  71 


TOTAL 
-  OCCURRENCES 


DIGESTIVE  SYSTEM 

COSTART  COUNT  <  NAUSEA 

ACE     COUNT  4 

COSTART  COUNT  4  DlSCPlOit  TOOTH 

AGE     COUNT  6 

COSTART  COUNT  7  DYSPHAGIA 

COSTART  COUNT  7  JAUNDICE 

AGE  COUNT  7 

COSTART  COUNT  II  HYPER  OOPI 

AGE  COUNT  II 

COSTART  COUNT  IJ  PANCREATITIS 

AGE  COUNT  13 

COSTART  COUNT  H  DIARRHEA 

COSTART  COUNT  H  JAUNDICE  CHOLESTAT 

COSTART  COUNT  14  NAUSEA  VOMIT 

AGE  COUNT  U 

COSTART  COUNT  18  EDEMA  TONGUE 

AGE  COUNT  It 

COSTART  COUNT  20  VOMIT 

m 

AGE  COUNT  20 

COSTART  COUNT  21  LIVER  FUNC  MM 

AGE  COUNT  21 

COSTART  COUNT  22  PANCREATITIS  ' 
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K/2I/H  CHHHEFEC!  RECATIQNSHIP-  BEINEEN.  EM»_DS(|}-AND.  RE6CTI0N  PACE  W 
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m  CONTAIH.HO  DRUOS 

AGE        COSTART  ~m~ 
 OCCURRENCES   


DIGESTIVE  SYSTEM 


AGE 

COUNT 

22 

mum 

Lj 

AGE 

AAHUT 

COUNT 

COSTART 

AAHUT 

COUNT 

lit 

NAU5cA 

AGE 

AAHUf 

COUNT 

it 

^rtf Tint 

COS  TART 

AAilUT 

COUNT 

11 

ill iir r |  UKMT 

NAUSEA  vSrllT 

COSTART 

AflilUT 

COUNT 

11 

voniT 

AGE 

COUNT 

11 

COSTART 

AAHUT 

COUNT 

21 

JAUNDKu 

COSTART 

AMIIUT 

COUNT 

21 

5T0nATITI5 

AGt 

AAHUf 

COUNT 

21 

COSTART 

COUNT 

is 

a 

PRT  PlOuTH 

AGE 

AAflUT 

COUNT 

29 

COSTART 

COUNT 

35 

DRY  OTH 

AGE 

COUNT 

3J 

COSTART 

COUNT 

jj 

THIRST 

AGE 

COUNT 

H 

— CC3TART 

COUNT 

U 

NAUSEA  VOMIT 

COSTART 

COUK'i 

« 

VOMIT 

AGE 

COUNT 

COSTART 

COUNT 

42 

HEM  GI 
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PACE  75 


AGE 


TOTAL 
OCCURRENCES 


DIGESTIVE  SYSTEM 


COUNT 


AGE 


COSTART  COUNT 


COUNT 


AGE 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

_AGE  COUNT 

COSTART  COUNT 
AGE 


COUNT 


COSTART  COUNT 


AGE 


COUNT 


42 

48  INTEST  PER 
48 

49  DRV  MOUTH 
49  DYSPEPSIA 
49  GLOSSITIS 

49  LIVER  FUNC  ABNORM 
49 

50  DRY  MOUTH 
50 

51  VOMIT 
51 

53  DIARRHEA 
53 

54  NAUSEA 
54 

55  DYSPHAGIA 
55 

58  HEM  GI 
58 

59  GI  DIS 
59 


I 

I 

1 

1 

1 

I 

1 

4 

1 

1 

1 

1 

I 

I 

1 

I 

2 

2 

1 

I 

1 

1 
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PAGE  76 


CCSTART 


TOTAL 
OCCURRENCES 


DIGESTIVE  SYSTEM 


COSTART 

COUNT 

60 

GI DIS 

COSTART 

COUNT 

60 

SIALADENITIS 

AGE 

COUNT 

lit 

COSTART 

CUNT 

(I 

JAUNDICE  CHOtESTAT 

COSTART 

COUNT 

61 

NAUSEA 

AGE 

COUNT 

Si 

COSTART 

COUNT 

62 

JRY  MOUTH 

AGE 

COUNT 

(2 

COSTART 

COUNT 

64 

NAUSEA 

;ge 

COUNT 

64 

COSTART 

COUNT 

65 

NAUSEA  VOMIT 

AGE 

mi 

63 

COSTART 

COUNT 

n 

CONSTIP 

COSTART 

COUNT 

n 

DIARRHEA 

AGE 

COUNT 

71 

COSTART 

COUNT 

n 

NAUSEA  VOW 

AGE 

COUNT 

H 

-lOSTART 

COUNT 

w 

VOMIT 

AGE 

COUNT 

75 

COSTART 

COUNT 

M 

JAUNDICE  CHOLESTAT 

AGE 

COUNT 

M 

m 


ERIC 
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PPA  CONTAINING  DRUGS 


j£L1 


AGE        COSTART        — TOTAL — 
 OCCURRENCES- 


i 


DIGESTIVE  SYSTEM 

COSTART  COONT  85  DIARRHEA  \ 

COSTART  COONT  85  GASTRITIS  j 

COSTART  COUNT  85  1  01  i 

COSTART  COUNT  85  HEPATITIS  j. 

AGE     COUNT  85  * 

COSTART  COUNT  8!  ANOREXIA  \ 

S     COUNT  8)                         2      ....  ^, 

BODYCLAS  COUNT  ig      ^  'j 

BTC'rMft  system  ,  yi c 

COSTART  COUNT  ADH  INAPPROP  1 

COSTART  COUNT  HYPERTHYR  i 

AGE      COUNT  2 

COSTART  COUNT  4  GOITER  j 

AGE     COUNT  6  j 

BODYCLAS  COUNT  j 

HEMIC  'ND  LYMPHATIC  SYSTEM 

COSTART  COUNT  AGRANULOCYTOSIS  I 

COSTART  COUNT  ANEMIA  APLAST  2 

COSTA'KT  COUNT  ANEMIA  HEMOl  I 

CCSTART  COUNT  ANEMIA  IRON  DEFIC  I 

COSTART  COUNT  CYANOSIS                 J  ;.. 


m  w 


PPA  COHTAIHIHO  DRUGS 


AGE 


COSTART 


....iom.- 

OCCURRENCES 


HEMIC  AND  LYriPHATIC  SYSTEM 


HRTHI  COUNT 

COSTART  CCIINT 

COSTART  COlf 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

AGE  COUNT 

COSTART  COUNT 

COSTART  HUNT 

COSTART  COUNT 

AGE  COUNT 

mm  m 

AGE  COUNT 

COSTART  COUNT 

-AGE  COUNT 

C05TART  COUNT 

AGE  COUNT 

'  COSTART  COUNT 


LEUKOCYTOSIS 
LEUKOPENIA 
HARROW  DEPRESS 
HARROW  HYPERPLASIA 
PURPURA 

PURPURA  THRHOPEN 
RBC  AlNl'RH 

1  PURPURA  THRO'WPEN 
1 

2  INTRACPAH  HYPERTEHS 
2  LEUKOPENIA 

2  TKitOMBOCYTOPENIA 

} 


3  THROMBOCYTOPENIA 


J  THROMBOCYTOPEHI A 


14  THROMBOCYTOPENIA 

ii 

li  CYANOS'i 


a 

OD 
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mm 
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Or  , 


PAGE  79 


MiRllpMallMBhl  • 


it"  i|  »•#  t|A 


6«i 


COSTLY 


— TOTAL 

-occurrences. 


HEMIC 

«ii 

COSTART 
AGE 

COSTART 
AGE 

COSTART 
COSTART 
AGE 

COSTART 
COSTART 
AGE 

COSTART 
AGE 

COSTART 
AGE 

COSTART 
AGE 

COSTART 
AGE 

COSTART 
AGE 

10START 


AMD  LYMPHATIC  V'A 

COUNT  ii 

COUNT  32  ANOH 

COUNT  32 

COUNT  35  AGRHUk'CHDS; 

COUNT  3! 

COUNT  4!  ANERAAPLAST 


COUNT  41  ECCMIS 

COUNT  41 

COUNT  49  EOSINOPHILIC 

COUNT  49  LEUKOPENIA 

COUNT  49 

COUNT  50  ANEMIA  IRON  DEFI; 

COUNT  50 

COUNT  55  THROnBOCYTHr.11 

COUNT  55 

COUNT  (2  PURPURA 

COUNT  62 

COUNT  t&  ANEMIA 

COUNT  ii 

COUNT  69  THROMOCTTOPENIA 

COUNT  (9 

COUNT  7i  PURPURA 


9 

ERIC 
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PAGE  SO 


COSTART 


TOTAL 
OCCURRENCES 


HEMIC  AND  LYMPHATIC  SYSTEM 

COUNT  76 

COSTART    COUNT  85    MARROW  DEPRESS 

AGE  COUNT  85 

BODYCLAS  COUNT 

METABOLIC  AND  NUTRITIONAL  DISORDERS 


COSTART 

COUNT 

ANEMIA  IRON  DEFIC 

COSTART 

COUNT 

CYANOSIS 

COSTART 

COUNT 

EDEMA 

COSTART 

COUNT 

GLYCOSURIA 

COSTART 

COUNT 

HYPOGLYCEM 

COSTART 

COUNT 

SGOT  INC 

AGE 

COUNT 

COSTART 

COUNT 

7 

GROWTH  RETARD 

AGE 

COUNT 

7 

COSTART 

COUNT 

ii 

HYPER URIC  EM 

AGE 

COUNT 

ii 

COSTART 

COUNT 

12 

GROWTH  RETARD 

AGE 

COUNT 

12 

COSTART 

COUNT 

13 

CREATINE  PK  INC 

COSTART 

COUNT 

13 

HYPERGLYCEM 

AGE 

COUNT 

13 

O     'J  » 
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PPA  CONTAZHINO  DRUGS 


CAU5E^EFFECT  REtATIOHSHIP  BHTWEEH  EACH  DUGHlHICh REACTION  n®  i\ 

CANNOT  EE  ESTABLISHED  KITH  CERTAINTY  jj  fffm  M 11 


WE        COSTART  -TOTAL 
 OCCORREHCES 


METABOLIC  AND  NUTRITIONAL  DISORDERS 


COSTARV  COUNT  15  EDEMA  PERIpM  j 

AGE  COUNT  IS  j 

COSTART  COUNT  II  CYANOSIS  i 

AGE  COUNT  IS  1 

COSTART  COUNT  20  EDEMA  j 

COSTART  COUNT  20  SOOT  INC  \ 

AGE  COUNT  20  2 

COSTART  Clll  22  CREATINE  H  IHC  j 

AGE  COUNT  22  j 

COSTART  COUNT  2J  iimm  \ 

ME  COUNT  I  i 

COSTART  COUNT  24  U\  2 

t  COSTART  COUNT  24  | 

AGE  COUNT  24  j 

COSTART  COUNT  2S  DI'jDEJ  HELL  j 

AGE  COUNT  25  j 

COSTART  COUNT  34  ACIDOSIS  \ 

mM  COUNT  34  j 

liiTART  COUNT  38  SOOT  INC  \ 

COSTART  COUNT  38  SGPT  INC  \ 

AiSE  COUNT  38  2 


ERIC 
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PAGE  82 


AGE 

COSTART 

IDIAt 
OCCURRENCES 

METABOLIC  ANi, 

HUTRIT1MNAL  DISORDERS 

COSTART  COUNT 

J9 

THIRST 

AGE  COUNT 

39 

COSTART  COUNT 

4} 

EllEMA 

AGE  COUNT 

COSTART  COUNT 

HYPOGIYCEM 

■ 

AGE  COUNT 

44 

■  i 

COSTART  COUNT 

46 

HYPERKALEM 

IPC  MtlUT 

AGE  COUNT 

46 

COSTART  COUNT 

49 

GOUT 

COSTART  COUNT 

48 

HYPONATREM 

- 

Tap  Ahi'lUf 

AGE  COUNT 

4fc 

COSTART  COUNT 

tucnA  rciurn 

\ 

COSTART  COUNT 

49 

HEIGHT  INC 

AGE  COUNT 

49 

COSTART  COUNT 

50 

AH1MIA  IRDH  DEFIC 

AGE  COUNT 

50 

COSUki  COUNT 

costa«t  &m 

(8 
11 

HYPERGLYClR 
SGOT  INC 

/ 
-  <■*) 

AGE  vjUHT 

(8 

COSTART  COUNT 

84 

WEIGHT  DEC 

AGE  COUNT 

84 

) 

285 

fiODtCCAS  COUNT 

J7 
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wmmtt  relationship  between  each  drug  and^  reaction 
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PAGE  83 


COSTAk 


—TOTAL- 
-QCCQSREUCES- 


HETABOLIC  AND  NUTRITIONAL  DISORDERS 


0 

ERIC 


MUSCULOSKELETAL  SYSTFH 

COSTART  COUNT  ARTHRALGIA 

COSTART  COUNT  MYOSITIS 

AGE  HOUNT 

COSTART  COUNT    2  ARTHRALGIA 

AGS  COUNT  2 

COSTART  COUNT    3  ARTHRITIS 

AGE  COUNT  3 

COSTART  COUNT    I  ARTHRITIS 

AGE  COUNT  8 

COSTART  COUNT  25  TETANY 

AGE  COUNT  20 

COSTART  COUNT  22  MYALGIA 

AGE  COUNT  22 

COSTART  COUNT  21  TETANY 

AGE  COUNT  26 

-cwfii  COUNT  S3  ARTHRALGIA 

COSTART  COUNT  55  ARTHRITIS 

AGE  COUNT  55 

COSTART  COUNT  %  ARTHRALGIA 

AGE  COUNT  54 


U 


wiffl 

CPA  CD'tTAiNINO  DRUGS 


CAHN01  IE 


5ETUEEN  EACH  DRUO  AMD  REACTIOK 
UITH  CERTAINTY  IK  III  CASES 


AGE  COSTARt 


TOTAL 
OCCURRENCES 


nUSCULOSXELETAL  SYSTEM 


BODYCtAS  COUNT 


NERVOUS  SYSTEM 

COST/.RT  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

_C05TART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

COSTART  COUNT 

-COSTART  COUNT 


11 


ADRENERO  SYHD 

AGITATION 

AMNESIA 

ANOMALY  CQNGEN  CNS 
AHTICHOL IHERG  SYND 
CEREBROVASC  ACCID 
CNS  5TIM0CAT 
CONFDS 


DELUSIONS 

V  ' 


DRUG  DEPEND 
DRY  MOUTH 
EMJTION  LABIL 
EUPHORIA 
HALLOCIN 


ERIC 
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CANNOT  BE  ESTABLISHED  WITH  CERTAINTY  IN  ALL  CASES 

PPA  CONTAINING  DRUGS 


AGE        COSTART  ...IOIit- 

OCCURRENCES 


NERVOUS  SYSTEM 


COSVART 

COUNT 

HYPERTEN5 

C05URT 

vvJ  1  HIV  1 

CDIIIIT 

MOMMA 

COSTART 

COUNT 

MANIC  REACT 

ifUi*  1  HIM 

COUNT 

NFRl/OIISNFM 

L 
i 

COSTART 

wU  J 1  HIM 

COUNT 

UCMDTTTC  fCTPflBUtlllR 
llwvrVl  1 1 J  IVMlVUuUiiDMfV 

1 

COSTART 

VUiJ  1  HIM 

COUNT 

OCDtOGYRIC  CRISIS 

T 
I 

c  n  s  t  i  p  t 

COUNT 

PSRSlYSIS 

i 

C05T*r*T 

C00i!T 

PARANOID  REACT 

i 

• 

COSTART 

COUNT 

PERSON  DI5 

i 

COSTART 

COUNT 

PSYCHOSIS 

i 
i 

C05T4RT 

COUNT 
uuun  i 

srHi7nPHPFNir  pfapt 

^iniburnivbnii  isuhui 

COSTART 

COUNT 

SOMNOLENCE 

5 

COSTART 

COUNT 

SPEECH  DIS 

1 

COSTART 

COUNT 

URIN  RETENT 

9 

COSTART 

COUNT 

VASODILAT 

1 

COSTART 

COUNT 

VERTIGO 

1 

AGE 

COUNT 

75 

-C05TART 

COUNT 

0  DIZZINESS 

1 

COSTART 

CODNT 

1)  DRY  MOUTH 

COSTART 

COUNT 

0  OPISTHOTONOS 

I 

COSTART 

COUNT 

5  THROM  CEREBR 

I 

Wll/tt  CAUSE-EFFECT  RELATIONSHIP  BETWEEN  EACH  DRWM&  REACTION  PAGE  !S 

CANNOT  BE  ESTABLISHED  WITH  CERTAINTY  ML  XA5ES 

PPA  CONTAINING  DRUGS 

AGE        COSTART  TOTAL— 
 OCCURRENCES   


NERVOUS  SYSTEM 


AGE 

COUNT 

0 

4 

C05TART 

COUNT 

1 

CONSULS 

1 

COSTART 

COUNT 

1 

CONVULS  GRAND  HAL 

1 

COSTART 

COUNT 

1 

HYPERKINESIA 

1 

COSTART 

COUNT 

i 

INSOMNIA 

I 

COSTART 

COUNT 

I 

INTRACRAN  HYPERTEN5 

2 

COSTART 

COUNT 

1 

PERSON  DIS 

I 

AGE 

COUNT 

1 

7 

COSTART 

COUNT 

2 

COOliNAT  A3NORM 

i 

COSTART 

COUNT 

2 

HALLUCIN 

1 

COSTART 

COUNT 

2 

HYPERKINESIA 

COSTART 

COUNT 

2 

INTRACRAN  HYPERTENS 

1 

COSTART 

COUNT 

2 

NERVOUSNESS 

J 

COSTART 

COUNT 

2 

SOMNOLENCE 

1 

AGE 

COUNT 

2 

II 

COSTART 

COUNT 

3 

CONVULS  GRAND  MAL 

1 

COSTART 

COUNT 

J 

HYPERKINESIA 

2 

COSTART 

COUNT 

3 

INSOMNIA 

1 

COSTART 

COUNT 

3 

PERSON  DIS 

1 

C05TART 

COUNT 

3 

SOMNOLENCE 

I 

AGE 

COUNT 

3 

;  s 

COSTART 

COUNT 

4 

CMS  STIMULAT 

i 

ERIC 
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CANNOT  BE  ESTABLISHED  WITH  CERTAINTY  IN  ALL  CASES 

PPA  CONTAINING  DRUGS 

AGE        COSTART  TOTAL  

OCCURRENCES 

NERVOUS  SYSTEM 


CD5TUT 

l»VWl  MINI 

CM  RAN  R  winu 

COSTART 

V  U  J  1  HIV  1 

COUNT 

L 
1 

nMLLUVfin 

C05TAST 

www  1 nlN  1 

COUNT 

t 

HYPFBKINKU 

nirCRIunCDlA 

COSTART 

COUNT 
vvuni 

Drill  DGVRIC  PPTQT^ 

ffKTABT 

vU3  1  HIS  1 

L 
1 

cnMuni cure 
juiinuLcnic 

COUNT 

vuun  i 

rswi 

COUNT 

5 

DREAM  ABNORM 

C05TAR 

COUNT 

5 

MENTAL  RETARD 

CQ5TART 

wy  J  1  MM 

COUNT 

(IbUrwrn  In  1 

ACE 

C'tofii 

COSTART 

Mi 

i 

HALLUCIN 

CMART 

COUNT 

i 

HYPERKINESIA 

AGE 

COUNT 

6 

jbimi 

COUNT 

J 

CONVULS  GRAND  HAL 

COf.TART 

COUNT 

7 

DEPRESSION 

COSTART 

COUNT 

7 

E/.TRAPYR  SYND 

COSTART 

COUNT 

7 

HALLUCIN 

"COSTART 

C0UN1 

i 

NERVOUSNESS 

AGE 

COUNT 

1 

COiTH? 

(Wll 

8 

NERVOUSNESS 

OJ/H/H  CAUSE-EFFECT  RE.XTldNSHIP  8ETWEEn1$  tRUG  AND  REACTION  PAGE  SS 

CANNOT  BE  ESTABLISHED  WITH  CERTAINTY  IN  All  CASES 


PPA  CONTAINING  DRUGS 


AOE  C05TART  — TOTAL — 
 OCCURRENCES. 


NERVOUS  SYSTEM 


COSTART 

COUNT 

U 

SOMNOLENCE 

1 

AGE 

COUNT 

11 

1 

COSTART 

COUNT 

12 

HYPERTENS 

1 

AGE 

COUNT 

12 

1 

C?  'ART 

COUNT 

13 

CNS  STIMULAT 

I 

COc  T 

CO'V 

13 

HYPERTENS 

I 

Hi 

CUN1 

13 

2 

£01  W 

;  OONT 

14 

CONVOIS 

2 

AGE 

cw 

it 

2 

COSTART 

COUNT 

15 

SOMNOLENCE 

1 

AGE 

COUNT 

1) 

1 

COSTART 

COUNT 

17 

Hmucm 

1 

COSTART 

COUNT 

17 

PARESTHESIA 

1 

COSTART 

COUNT 

17 

SOMNOLENCE 

2 

AGE 

COUNT 

17 

COSTART 

COUNT 

IS 

DIZZINESS 

2 

COSTART 

COUNT 

IS 

DYSARTHRIA 

1 

COSTART 

COUNT 

IS 

SOMNOLENCE 

I 

COSTART 

COUNT 

IS 

STUPOR 

I 

COSTART 

COONT 

IS 

TORTICOLLIS 

1 

AGE 

COUNT 

IS 

i 

COSTART 

COUNT 

ii 

SOMNOLENCE 

1 

    A.-   I  .  -  -  . 
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CANNOT  BE  ESTABLISHED  WITH  CERTAINTY ''JtljlLL  CASES 

PPA  CONTAINING  DRUGS  nt  ' 


AGE        C05TART        —  TOTAL — 

OCCURRENCES 

NEMO'S  SYSTEM 


AGE 

COUNT 

19 

C05TART 

COUNT 

20 

COMA 

COSTART 

COUNT 

20 

HYPERTENS 

COSTART 

COUNT 

20 

SOMNOLENCE 

AGE 

CODNT 

20 

COSTART 

COUNT 

22 

COORDINAT  ABHORM 

COSTART 

COUNT 

22 

DIZZINESS 

COSTART 

COUNT 

22 

HYPERTENS 

COSTART 

COUNT 

22 

SOMNOLENCE 

AGE 

COUNT 

22 

COSTART 

COUNT 

23 

HALLUCIN 

PfKTADT 

muni 

O 

COSTART 

COUNT 

23 

SOMNOLENCE 

COSTART 

COUNT 

23 

URIN  RETENT 

AGE 

COUNT 

23 

COSTART 

COUNT 

Ik 

CONVULS 

COSTART 

COUNT 

24 

CONVOtS  GRAND  HAL 

-COSTART 

COUNT 

V\ 

DEPRESSION 

COSTART 

COONT 

Ik 

NERVOUSNESS 

COSTART 

COUNT 

Ik 

SOMNOLENCE 

AGE 

COUNT 

Ik 

er|c: 
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CANNOT  BE  ESTABLISHED  WITH  CERTAIN^  Aft  CASES 

ppa  containing  DRUGS  v 

AGE        COSTART  TOTAL 

OCCURRENCES 


NERVOUS  SYSTEM 

COSTART  COUNT  25  ATAXIA  I 

COSTART  COONT  25  COHVOCS  I 

COSTART  COUNT  25  DIZZINESS  I 

COSTART  COUNT  25  HALLUCiH  I 

COSTART  COUNT  25  HYPERftNS  \ 

COSTART  COUNT  25  NERVOUSNESS  1 

COSTART  COUNT  25  SOMNOLENCE  1 

COSTART  COUNT  25  TORTICOLLIS  I 

AGE  COUNT  25  « 

COSTART  COUNT  26  ANXIETY  1 

COSTART  COUNT  26  ATAXIA  1 

COSTART  COUNT  26  DIZZINESS  I 

COSTART  COUNT  26  EMOTION  LASIL  I 

'  COSTART  COUNT  26  HEM  INTRACRAN  1 

COSTART  COUNT  26  HYPER':}  3 

I   

COSTART  COUNT  26  PARESTHESIA  Z 

COSTART  COUNT  26  SOMNOLENCE  1 

-AGE  COUNT  26  U 

COSTART  COUNT  27  ANTICHOLINERG  SYND  1 

COSTART  COUNT  27  HYPERTEN5  J 

COSTART  COUNT  27  NEURITIS  PERIPH  1 

AGE  COUNT  27  5 


m 
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06/2I/A3  CSOSE-EHFECI  REEHIDNSHIF-iElHEEN-EXCii-ISIiDli-jtHlllliilON  f)M  ft 

CANNOT  BE  ESTABLISHED  WITH  CERTAINTY  IH  ALC  XASES 

PPA  CONTAINING  DRUGS 

AGE        COSTART   TOTAL — 

OCCURRENCES  .......   

NERVOUS  SYSTEM 


COSTART 

COUNT 

2b 

to 

D17ZINESS 

COSTART 

CODNT 

CO 

NYSTAGMUS 

111  J 1  nUHUJ 

CODNT 

CO 

COSTART 

cnnMT 

vuun  i 

7)1 
CO 

AGE 

COUNT 

CO 

COSTART 

COUNT 

1 7 

COQRDINAT  ABNORM 

C05TART 

COUNT 

4  7 

COS'ART 

COUHT 

C  7 

DRY  MOUTH 

COSTART 

COUNT 

VU  VI!  1 

2i 

C  7 

EiipiioRii 

tur  nui\*n 

COSTART 

COUNT 

v  w  w  n  i 

29 

SOMNOLENCE 

AGE 

COUNT 

29 

C  7 

COSTART 

COUNT 

30 



ANXIETY 

COSTART 

COUNT 

30 

CONVUtS  GRAND  MAI 

C05TART 

COUNT 

30 

DIZZINESS 

COSTART 

COUNT 

30 

DRY  MOUTH 

AGE 

COUNT 

30 

COSTART 

COUNT 

31 

HYPERTcNS 

—COSTART 

COUNT 

31 

PARESTHESIA 

COSTART 

COUNT 

31 

SOMNOLENCE 

AGE 

COUNT 

31 

COSTART 

COUNT 

32 

CONVUIS 

295 


eric": 
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ACCOMMODATION  ABNORM 

CORNEAL  LESION 
PAIN  EYE 

VISION  ABNORM 

CORNEAL  LESION 


CONJUNCTIVITIS 


PHOTOPHOBIA 
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AGE 


COSTART 


 TOTAL 

OCCURRENCES 


SPECIAL  SEN 


ES 


COSTART 

COUNT 

2?  CONJUNCTIVITIS 

AGE 

COUNT 

COSTART 

COUNT 

28  DIPLOPIA 

AGE 

COUNT 

COSTART 

COUNT 

30  AMBLYOPIA 

AGE 

COUNT 

COSTART 

COUNT 

31  TASTE  PERVER5 

AGE 

COUNT 

COSTART 

COUNT 

32  CORNEAL  LESION 

COSTART 

COUNT 

32  PAIN  EYE 

COSTART 

COONT 

32  VISION  ABNORM 

tip 

AGE 

COONT 

COSTART 

COONT 

35  VISION  ABNORM 

AGE 

COUNT 

COSTART 

COUNT 

37  VISION  ABNORM 

AGE 

COUNT 

COSTART 

COUNT 

38  CORNEAL  LESION 

AGE 

COUNT 

COSTART 

COUNT 

39  VESTIBUL  DIS 

AGE 

COUNT 

COSTART 

COUNT 

47  CORNEAL  LESION 
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PPA  CONTAINING  DRUGS 

AGE  C05TART 


.  \ 


OCCURRENCES. 


SPECIAL  SENSES 

AGE  COUNT  47  1 

COSTART  COONT  M  TINNiTUS  i 

AGE  COUNT  49  1 

COSTART  COUNT  M  TINNITUS  j 

AGE  COUNT  54  1 

COSTART  COUNT  55  CORNEAL  LESION  1 

AGE  COUNT  55  \ 

COSTART  COUNT  60  DEAF  \ 

COSTART  COUNT  (0  TINNITUS  [ 

AGE  COUNT  id  2 

COSTART  COUNT  71  AMBLYOPIA  i  .  *  . 

-  -  -  -  j '!  ,  tO 

AGE  COUNT  71  1      ..  ~t  .  ^J  / 

COSTART  COONT  72  CORNEAL  LESION  1 

AGE  COUNT  72  1         -  j' 


B0DYCLA5  COONT  jj 

UROGENITAL  SYSTEM 

COSTART  COUNT  ALBUMINURIA  I 

"COSTART  COONT  BREAST  ENLARGE  2 

COSTART  COUNT  DYSDRIA  \ 

COSTART  COONT  GLYCOSORIA  1 

COSTART  COONT  GYNECOMASTIA  1 
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PPA  CONTAINING  DRUGS 


AGE        COSTART        ...  TOTAL 

OCCURRENCES 


COSTART 

COUNT 

HEMATURIA 

I 

COSTART 

COUNT 

IMPOTENCE 

I 

COSTART 

COUNT 

INFECT  URIN  TRACT 

1 

COSTART 

COUNT 

METRORRHAGIA 

2 

COSTART 

COUNT 

PROSTAT  DIS 

2 

COSTART 

COUNT 

URIN  IMPAIRED 

2 

COSTART 

COUNT 

URIN  RETENT 

5 

AGE 

COUNT 

25 

C05TART 

COUNT 

2 

URIN  ABNORM 

1 

AGE 

COUNT 

2 

1 

COSTART 

COUNT 

3 

HEMATURIA 

1 

AGE 

COUNT 

3 

1 

COSTART 

COUNT 

POLYURIA 

I 

AGE 

COUNT 

< 

I 

COSTART 

COUNT 

23 

ALBUMINURIA 

I 

COSTART 

COUNT 

23 

URIN  RETENT 

i 

AGE 

COUNT 

23 

2 

COSTART 

COUNT 

26 

AMENORRHEA 

1 

AGE 

COUNT 

26 

1 

C05TART 

COUNT 

36 

ABORTION 

1 

AGE 

COUNT 

36 

1 

COSTART 

COUNT 

3? 

INCONTIN  URIN 

2 
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PAGE  in 


COST ART 


— TOTAL — 
_ OCCURRENCES 


UROGENITAL 


YSTEH 


COSTART 

COUNT 

J? 

ORIN  RETENT 

AGE 

COUNT 

COSTART 

COUNT 

URIN  RETENT 

AGE 

COUNT 

ii 

COSTART 

COUNT 

K 

KIDNEY  FUNC  ABNQRtt 

AGE 

COUNT 

12 

COSTART 

COUNT 

si 

KIDNEY  FAIL 

AGE 

COUNT 

si 

COSTART 

COUNT 

n 

URIN  TRACT  DIS 

AGE 

COUNT 

52 

COSTART 

COUNT 

51 

KIDNEY  FAIL  ACUTE 

AGE 

COUNT 

53 

COSTART 

COUNT 

55 

BREAST  ENLARGE 

COSTART 

COUNT 

55 

URIN  RETENT 

AGE 

COONT 

55 

COSTART 

COUNT 

5i 

BREAST  ENLARGE 

COSTART 

COUNT 

56 

PAIN  BREAST 

AGE 

COUNT 

51 

COSTART 

COUNT 

57 

URIN  RETENT 

AGE 

COUNT 

57 

COSTART 

COUNT 

is 

KIDNEY  FAIL 
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f*PA  CONTAINING  DRUGS 

AGE        COSTART  TOTAL 

OCCURRENCES    


UROGENITAL  SYSTEM 

AGE  COUNT  38  1 

COSTART  COUNT  (2  UR1N  RETENT  1 

AGE  COONT  52  1 

COSTART  COUNT  Si  ORIN  RETENT  I 

AGE  COUNT  U  1 

COSTART  COUNT  70  URIN  RETENT  1 

AGE  COUNT  70  f 

COSTART  COUNT  77  URIN  RETENT  1 

AGE  COUNT  77  1 

COSTART  COUNT  81  URIN  RETENT  1 

AGE  COUNT  81  1 

COSTART  COUNT  82  URIN  RETENT  1 

AGE  COUNT  82  1 

COSTART  COUNT  89  INCONTIH  URIN  2 


AGE      COUNT  89  2  # 

B0DYCLA5  COUNT  54  JLfl  f'  1  t? 

"  .      |1  *  1 


■COSTART  COUNT  ANAPHYL 

COSTART  COUNT  CONFUS 

COSTART  COUNT  ECTRCMEL I A 

COSTART  COONT  NO  DRUG  EFFECT 


AGE 

COUNT 

COSTART 

CODIIT 

-  -  - 

INSOMNIA  ' 

ICE 

COONT 

cdstart 

COUNT 

i 

PURPURA  THROMBOPEH 

AGE 

COUNT 

i 

C05TART 

COUNT 

PERSON  DIS 

COSt ARt 

COUNT 

i 

PURPURA  THROlOPEN 

AGE 

COUNT 

i 

COSTART 

COUNT 

ii 

PURPURA  THROW 

COSTART 

COUNT 

10 

SOMNOLENCE 

AGE 

COUNT 

10 

COSTART 

COUNT 

13 

EUPHORIA 

ACE 

COUNT 

13 

COSTART 

COUNT 

20 

PSYCHOSIS 

AGE 

COUNT 

20 

COSTART 

COONT 

21 

CONFOS 

COSTART 

COUNT 

21 

NERVOUSNESS 
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PAGE  m 


AGE 

COSTART 

....TOTAL.. . 
OCCURRENCES 

COSTART 

COUNT 

29 

DEPRESSION 

1 

COSTART 

COUNT 

29 

INSOMNIA 

1 

AGE 

COUNT 

29 

2 

COSTART 

COUNT 

31 

OVERDOSE  INTENT 

1 

AGE 

COUNT 

31 

1 

COSTART 

COUNT 

38 

ANXIETY 

1 

COSTART 

COUNT 

38 

INSOMNIA 

I 

COSTART 

COUNT 

38 

PSYCHOSIS 

1 

COUNT 

38 

3 

COSTART 

COUNT 

42 

HELENA 

AGE 

COUNT 

12 

lit 

l 

C05TART 

COUNT 

18 

AMNESIA 

COSTART 

COUNT 

18 

INSOMNIA 

AGE 

COUNT 

18 

COSTART 

COUNT 

59 

PAIN  INJECT  SITE 

AGE 

COUNT 

59 

1  if 

BODYCLAS  COUNT 

26  JV'**1' 

-GENERIC 

COUNT 

1010 

CO 
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VIRGINIA  MASON 
HOSPITAL 

August  4,  1983 


The  honorable  Mary  Rose  Dakar 
House  of  Representatives 
2436  Raburn  Building 
Washington  D.C.  20515 

Dear  Congresswoman  Dakar: 

lhpmnL?e,!1Der  °Iuth!  Wflsh^gton  State  Board  of  Pharmacy.    Our  board  for 
Hfr  H?pt         !!   SjaS  reen  ™lDSt1n9  thfJ  non-prescription  status  of  the 
OTC  diet  medications,    I  was  made  aware  of  your  efforts  In  this  area  through 
Sfnrv  f-ST  °l  JbS  "Cent  House  subcommittee  hearings.    I  contacted  9 
yn  e  *D   f^h^       °PP°rtun1t^      recently  meet  with  Millie  V1n1cor. 
Both_of_tbeseind1y1daals  requested  that  I  forward  to  your  attention  back- 
Si  rfinffn  ?  Jh^^h^1^  r  ^vlew  of  the  OTC  diet  preparaJions.^'vou 
Will_flnd  enclosed  board-minutes,  newspaper  articles,  and  a  codv  of  ths  ctat 

f^V^SS^i^. ^  aUth°r1?y  t0  "™  ^^^Ir^h 

lLlu?reSt  1n/tM?  ar?a        Initiated  by  an  article  1n  the  Seattle  Post 
Intelligencer  (encosed).    As  a  result  of  that  article  I  had  the  Board  of 

s^"Jnv1te  t0  testify  at  an  open  hearing  Dr.  Michael  Co  pass. 
airector_of  the  emergency  trauma  center  at  Harborvlew  Medical- Center  here 
l^f  i  t    hearing  and  subsequent  hearings  I  developed  the  opinion 

that  not  only  were  the  look-alike  drugs  an  Issue  that  needed  tobe  dealtwlth 
diet  aids     eValUat1°"  0f  the  non-Pr«cr1pt1bn  status  of  the  over-the-counter 

^        bVeen  from       enclosed  Board  of  Pharmacy  minutes,  a  number  of 
nrpcpnt"?!5  EePr?S?nt,29  ?1ffer1"9  P°1nts  of  view  had  the  opportunity  to 
£t?™   "fit -"SJ!!8  f         t0  the  Board-    Because  of  the  volume  of  Infor- 
mation and  the  differing  points  of  view,  I  suggested  the  formation  of  an 
cludL  n?!   My«0m^ttee  *?  l?e  board.    The  make-up  of  the  committee  In- 
cludes physicians,  pharmacologists,  pharmacists  as  well  as  a  physician 
representing  the  proprietary  drug  Industry's  Interest. 

^L^^i  hJtS  b!en  k!nd.  enou3h  t0  Put  me  1n  contact  with  K1rk  Johnson, 

*  *l -  r  £.nt  i1re=tor  °f  ^e  fetlonal  Clearing  House  on. Diet-Pill  Hazards 

"  "=C="ter  ftr  Science  in  the  Public  Interest.    Mr.  Johnson  has  forwarded 

tie"  material  that  they  have  developed  relating  to  OTC  diet  medical 

The  Board  would  appreciate  any  assistance  that  your  staff  nay  be  able  to  provide 


92.5  Seneci  Street 
P.O.  Box  1930 
Seattle,  Washington  981 11 
(206)624:1144 


27-436  0-84-21 
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please  do  not  hesitate  to  contact  me. 
Respectfully  yours _  - 


A.  Zbloth,  -Pbarm.  D. 

Director  of  Pharmacy   

Member,  Board  of  Pharmacy,  State  of  Washington 

AZ:11 

cc:   Board  members 
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Legend  Drugi  Prescription  Drugs  69.41.130 


RCW  69.41.070  Penallies.  Whoever  violates  any 
provision  of  this  chapter  shail .  upon  conviction,  be  fined 
a nd  imprisoned  as. herein  provided:   .      _  . 

(1)  For  a  violation  of  RCW  69.41.020;  the  offender 
shall  be  guilty  of  a  felony. 

(2)  For  a  violation  of  RCW  69.41.030  involving  the 
sale,  delivery  or  possession  with  intent  to  sell  or  deliver, 
the  offender  shall  be  guilty  of  a  felony. 

(3)  For  a  violation  of  RCW  69.41.030  involving  pos- 
session; the  offender  shall  be  guilty  of  a  misdemeanor. 

(4)  For  a  violation  of  RCW  69.41,040,  the  offender 
shall  be  guilty  of  a  felony. 

(5)  For  a  violation  of  RCW  69.41.050.  the  offender 

shall  be  guiliyofa  jnmsderhearior    

_  _ ( 6 )  Any  of f c nsc  which  is  a.  vip ! it ion  _Q T_ch a ptc  r  69.50 
RCW  shall  not  be  charged  under  this  chapter.  [1973  1st 
ex  s  c  186  §  7:] 


RCW  69.4  1.075  Rules— Availability  of  litis  of 
^TVg*'  The  state  ppard  _  of  p_h a r ma ey _ may _  ma kc_  such 
rules  for  the  enforcement  and  administration  of  this 
chapter  as  are  deemed  necessary  or  advisable,  the  board 
LhalJ_ideMif^Lb>_rulc*jrnaking  pursuant  to  chapter  34.04 
?^.W«Jh*e.5!ruB>_*hjch.n?ay_.bc  dispensed  only. on  pre- 
scription or  arc  restricted  to  use  by  practitioners,  only. 
In  so  doing  the  Board  shall  consider  the  toxicity  or  other 
potentiality ^  for  harmfu|  effect,  of  Jhe_dtug^Lhc_mcihod  of 
i  ts  u  se,  a  nd  any  col  la tera  1  sa  fcg  ua  rd  s  nccessa  ry  to  its 
use.  T:.e  board  shall  classify  a  drug  as  a  legend  drug 
w_here_tbe_e_ebris (derations  indicate  the  drug  is  riot  safe 
fo r  u se  except  under  _t h c_ _s u pe rvi sip n.  o f  _a__pra ictitj oner. 

In  identifying  legend  drugs  the  board  may  incorporate 
in  its  rules  lists  of  drugs  contained  in  commercial  phar- 
maceutical pubJLcaiions_by_  making  specific. rererericc  to 
ea i  eh  such  I  i i  st  a  nd  the  date  a  n  d  ed  itipn  oft  he  com  me  r- 
eial  publication  containing  it.  Any  such  lists  so  incorpo- 
rated shall  be.  available  Tor  public  inspection  at  the 
hcddquarters  of  ihe_statc  board  $f _pbarmaey _and_ shall 
be  available  on  request  from  the  board  upon  payment  of 
a  reasonable  fee  to  be  set  by  the  board.  N979  1st  ex.s.  e 
139  §3.1 


SUBSTITUTION  OF  PRESCRIPTION 
DRUGS 


RCW  69.41.100  Legislative  recognition  and  declara- 
tion.. The  legislature  recognizes  the  responsibility  of  the 
state  to  insure  thai  the  citizens  of  the  state  are  offered 
tlir  benefit :  of  quality  jshatmaeculical  products  at  corn- 
petit  i  vc  prices.  Ad  va  nees  in  the  drug  indu  st  ry  result  i  ng 
from  research  and  the  elimination  of  counterfeiting  of 
prcscr  i  pi  ton  drugs  should  benefit  the  users  of  the  drugs. 
P.ha  r  m A cy  must  epnt|n  u  e  t  p.  ope  rate  _w  it  h  accouji  ta  bilily 
and  effectiveness,  the  legislature  hereby  declares  it  to  be 
the  policy  of  the  state  that  its  citizens  receive  safe  and 
therapeutically  effective  drug  products  at  the  most  rea- 
sonable eost  consistent  with  high  drug  quality  standards. 
(1977  ex.s.  c  352  §  I.) 


(1980  Lj*d 


StmabtUty  im       e  352:  *lf  any  proyUion  ofthii  §cl±o:_.U 

appJicilion  _ta  iny  pemoh  or  _draimitwict-ii-Ketd  iiiv»ijdr-ihe«nijin- 
def  of  Ihc  tci,  or  the  «ppIiciUon-or-  ihc  provriion  to  other  perwoi  or 
circumilinces  ii  not  •ffccied.'  |J»77  ea.i.  e  332  |  10.1  Thii  ipplies  lo 
RCW  69. 4 1. 1 00-69.4 1. 110. 


RCW  69,41.110  Definitions.  As  used  in  RCW  69- 
.4 1 . 1 00  t hrough  69.4 1,1 80,  (he  following  words  shall 
have  ihc-foHowing  meanings. 

(1)  'Brand  name'  means  ihc  proprietary  or  trade 
name  selected  bxJhe_ounujkctutcr_aj_d  placed  upon  _a 
drug,  its  container,  label,  or  wrapping  at  the  time  of 
packaging; 

-Generic  name*  means  the  official  title  bTo  drug 
Pr_  drug ingredients  published  in_t_hc  latesLedilLOJO  of  a 
nationally  recognized  pharmacopoeia  or  formulary; 

(3)  "Substitute"  means  to  dispense,  with  the  praeti- 
_t_Lpner^s__aulharizAUQn^_a__"ihJra^uticaJly-  equivalent" 
d/HI.  product  of  the  identical  base  oj,_uIt_as_the_speeifie 
•ug  product  prcscr ibed:  Provided,  that  with  the  practi- 
tioner's .prior  consent,  therapeutically  equivalent  drugs 
other  thanjhe  jdent-icaLbasc ax_salt _mayJ>e_d_spe_isedi_ . 

 >  /TJhcrajic_uttcaJIjr  equ iva lent "_m ^ns__etfent_ial|y  the 

same  efficacy  and  toxicity  when  administered  to  an  in* 
dividual  in.lhesairic  dosage,  regi  men;  arid 

(_)  __\Pr_aetitipner"  means  a  physician,  _psteop.a-t.hie 
physician  and  surgeon,  denti.;,  veterinarian,  or  any  other 
persori  authorized  io  preseribc Jrugs  tinder  the  laws  of 
this  state.  (1979  c  1 10  {  1;  1977  ex.s,  e  352  §  2:J 


__ RCW  6^41,120  _  Prescriptions  to  contiin  Instruction 
as  to  whether  or  not  a  therapeutically  equivalent  generic 
drug  may  4e  substituted  Form — -Contents  

Proc_edujet_Everyjkjig-^  an.  in* 

*,.ruetj.on  on  whether  or  not  a  thcrapcuticaHy .equivalent 
generic  drug  may  be  substituted  in  its  place,  unless  sub- 
stitution .  is    permitted    under    a  pribr-coriserit 

authorization,     ___   

If  a  written  prescription  is  involved,  the  form  shall 
have  two  signature  lines  at  opposite  ends  on  the  bottom 
oLltae  fbjr_irL__tlnder_  the  line  at  the  right  side  shall  be 
clearly  printed  the  words  "DISPENSE  AS  WRIT- 
TEN". Under  the  line  at  the  left  side  shall  be  clearly 
printed  the  words  "SUBSTITUTION  PERMITTED". 
T b_ e  praci i it _ip_ncr_  sh alL  earn litvu nica te J_JM___ns_r_ucLiani__o 
the  pharmacist  by  signing  the  appropriate  [inc.  No  pre- 
scription shall  be  valid  without  the  signature  of  the 
practitioner  on  ont  of  these  lines.  _______ 

_  jr_«n  Pral.prescfij&tiprt  jsjnyplved.  the. praetjtipner  or 
the  practitioner's  agent  shall  instruct  Uie  pharmacist  as 
to  whether  or  riot  a  therapeutically  equivalent  generic 
drug  may.  be_ .substituted _m  its_  place..  The_pharmaeisl 
shall  note  the  instructions  on  the  file  eopy  of  the 
prescription. 

_  The  pharmacist  shall  note  the  manufacturer  of  the 
drug  dispensed  on  the  file  copy  of  a  written  or  oral  pre* 
seription.  {1979  c  110  §  2;  1977  ex.s.  c  352  §  3.j 

RCW  69,41.130  Savings  in  price  to  be  passed  on  to 
purchaser-  The  pharmacist  shall  substitute  an  equivalent 


\Ql  ».41  RCW— f  3] 


*  WASHINGTON  -  The  principal  ingred 
ent  tn  diet  pillsc  on  which  Americans  ^nd 
mow  this  WO  nfii  i  yw  in  usually 


strokes, 


Ineffective  but  on  also 
cerebral  bemomuges  and  I  v 
sure,  a  panel  o|  scientists  toid  a  House 
—^c_ommittoe  veatenlay.— » *^ 

•  an  appetite  suppres- 
mm 


/«.  i-     «-        ""--7B..».«.»-7  m.^wm  Wood  pressure  and  a  low  pulse  rati  afte 

WnMhcM  ^^mmm  m^^HW^t 
jnwjiwMmmun,  sugar  pillj  lost  a  halfiiound  per  week  in  the  joeLor nid she  nammly iverted  rMe. 


tne  testimony  of  witaeneutbo 
to,'   saused  than  to  sufter  strokea. 

Wl        "I  tell**  aaa  taj. 
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."MidDr.Tbaddeus  blood  preAirr  tbowi  that  PPA  hai^o  i,ljn,,lll(VMWw 


Proul,  w 
fil^RlS^  ^  University  MVmSk  Ts'SSff^^ 

pa  pwwre,  One  scientist  said  that  thoyhe  Gounter  FUm  Flam' , . . .       7  Rot  Gloria  is*  m.  i  nmfJM  Ml  Hat  n^^tAM»7ZL 

^d«Kr2S^  dw*** 

KfiP^J!^  «<>  tn«  hearing  by  Tnorotaon  Medical  gaaWaaggiaTC  "iiiiiaa^Liaia; 
^JOfr  Die  risk  is  unac.  weight.  .-  SidiKtt^ 
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THE  FOUR  HUNDRED  AND  THIRTY- SIXTH 
MF.ET1NG  OF  THE  WASHINGTON  STATE 
BOARD  OF  PHARMACY 


December  3  and  5,  1981 


The  tour  hundred,  anil,  thirty-sixth  meeting  of  the  Wash  lug  ton  State  Board  of 
Pharmacy  wan  called  . to  order. ai  9:10  a.m.  by.  Chairman.  Arthur  Zoloth  in.  the 
t'pnterenre  room  of _the_  King  County  Precinct      _  1A905  Sixth.  Avenue  SW,  Burien, 
K'J^hlnstPn^  on  Thursday  ^December  3^  1981      Present  were_Chairraan  Zolothi .._ 
ViL'e-Ch.iirman  .Lars  Hiinnutn;  Board  __  Members  .Harold  __F.  Osborne,  David  H.  Palmer, 
amd  Kdvrn  II,  J°nk»;  Executive  Secretary  Donald  H. .Williams; [..Chief  Investiga- 
tor Charles  James;  Barbara  Phillips,  AAC;  and  Mary-Helen  Hansen,  clerk. 

Mr.  John  Welsh,  Counsel,  speaking  on  behalf  of  Chairman  James  Mitchell  of  the 
House  Human  Service.*  Committee,  presented  and  discussed  a  proposed  amendment 
to  the  Control  led  Substances  Act  which  would  prohibit  the  sale  of  imitation 
controlled  substances  <"I6ok-aIikes") .    The  amendment  is  based  oh  a  Model  Act 
developed  by  the  Drug  Enforcement  Administration  for. consideration  bylhdlvld- 
ual  states*.  Presently  sixteen  states  how  have  some  legislation  in  this  area. 
The  proposed  legislation  would  outlaw  the  manufacture,  distribution,  arid  pos- 
session of  "look-alikes'1,  or_imitative  controlled  substances,  and  plug  a  loop- 
hpj.<'_in.  the  present  law.    The_ present  law  makes_it_a_crime_ to_sell_a_fake 

control  led  substance    fraudulently.    This  Bill  add  the  question  of  

ntti  npt ing  to  sell  or  selling  something  that looks  like  a  controlled  substance 
without  representing  it  to  be  a  controlled  substance.    The  intent  of  the  seller 
Is  to  pass  the  drug  off  to  the  buyer  as  a  controlled  substance  for  resale,  so 
tii.it  thf  buyer  ends  up  making  an  inordinate  profit,  representing  the  drugs  not 
directly  as  controlled  substances,    these  drugs  have  been  made  to  look  like 
controlled  substances  and  made  in  concentrated  quantities  of  caffeine,  ephedrine, 
phenylpropanolamine,  and  other- substances -that  may  cause  Injury  or  even  death 
to  users.    TUe  market  Is  largely  youth  -  frdui  adolescence  through  college.  The 
advertising  is  open  and  nonsecrerive.    Purchases  can  be  made  by_maiI_or  at 
truck  stops.,  "head  shops".,  and  other  places.    These  drugs  are  Illegal  in  Wash- 
ington if  they  contain  ephedrine. 


Chairman  Zol o t h_asked_Mrs._ Phil lips  if _ the  Board  had_ the. author ity_under_ RCW 
to  promulgate  regulation3_pn_''lppk-alikesM.  _She  _replied_ that  criminal _ 
penalties  could  not  be  created  by  regulation,  and  that  while  the  Board  may  or 
■lay  not  have  the  authority,  statute  would  provide  the  stronger  penalties 

needed . 

The  Bill  defines  "imitation  controlled  substances"  and  addresses  intent  to  deceive 
by  the  seller.    Also  it  creates  crimes,  prohibits  advertising,  lists  exemptions 
From  liability  of  the  Bill,  contains  provisions  for  seizure  arid  forfeiture,  arid 
adds  a  hew  cl  apter  to  Section  69  RCW.    No  problem  Is  anticipated  In  passing  the 
Bill. 


Hoard,  members:  suggested  that  the  amount  of  tablets. in  possessioo_be_considered 

as_ intent  to  sell:  expressed  concern, about _ legitimate. 0_TC_ products  now  in_the  

pharmacy;  and  questioned  the  possible  abuse  of  phenylpropanolamine  ^PPA)  and  the 
need  for  Board  action  in  this  area.    Mr.  Welsh  suggested  that  the  Board  hold  a 
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public  hearing  on  H'A  ahu»e  with  input  from  concerned    parents  aha  school 
personnel  * 

M r~  Henn> in  moved  that  the  Board  dr.ifc  a  resolution  in  support  ofthe  proposed 
I  e^l  slat  Ion  dea  Iirig  with  Imitation  controlled  substances^  and  ^thajt  the  Indi- 
vid uat  Board  members  -  as  they  personally  feel  -  may  Bubmrt^tntrdividiml "State- 
ments ,is  wpII.    Motion  passed. 

Mr  .  ^ienmjm^  mtived [in s*nrd--a  letter  to— tter^eglfrlftttire  that  they  cons  ider  removing 
the  1-it'U r  1  le"StJtnte  as  there  ha  vc-ireefr -no- itpplic a^tlons ^  f°r  manufacture  since 
enmrriircTrtr,    Motion  pariscd. 

The  Hoard  discussed  the  advisability  of  requesting  the  legislature  to  place  all 
DM  SO  on  prescription  status  as  recommended  by  the  DMSO  Task-Force  and  determined 
that  a  Utter  should  be  sent  to  the  :Tbint  Administrative  Rules  Review  Committee 
recommending  that  all  DMSO  sold  at  retail  most  meet  the  purity  standards  set 
furih  by  the  Board i 

Braid  members  d  Iscussed.  abuse  of  _PPA  products  andrequestcd  that  the  Board  off  ice 
or ?t ii«  i  insinufn  rurcrst,  N1DA,  Board  inspectors^  the  State  Medical  Association,  a 
p  i  irmac  -»lof  1  t ,  anil  poison_control  ccntcrSo_a3  well  as  concerned  organizations 
u.t"  parent* j  and  inform  them  the  Board  Is  considering  making  PPA  a  legend  drug 
and  will  hold  a  pubMc  hearing  in  thti  near  future. 

Mr.  Dtic  Nguyen  of  Saigon  Drug,  wholesaler,  appeared  before  the  Board  to  discuss 
hi*  proposed  operation  of  packaging  and  exporting  legend  drugs  to  Vietnam.  The 
Board  had  deferred  action  on  his  application  (October  meeting)  for  a_  wholesaler 
i  K  t  n    o    Pi.  kafctd  legend  drtt.s  purchased  by  his  customers  are.  sent_&y  hln 
tiiret  tiy  to  private  Individuals  in  Vietnam  via  Sir  France  or  the  U.S.  Postal 
Si  rvi.  o. 

Mr.  ilshbrhc  moved ..to_ tyrant  rhe  wholesale  license.  Motion  passed. 

Die  Board  reviewed  Oregon.!  s_  whplcsa  l.e  law  export  section  as  a  possible  model  for 
a  Kuara  regulat Ion  for  wholesalers. 

M r .  Palmer  moved  t>r- drtrftrwho  1  esfrlttr-  regitlfrfcl ons  nsjn^  the  Oregon  law  with 
^y'^r-.-rfri-altr-^ianj^a-^f-t^-r- -Wfrs-h-IngHEon-  regulat ions.    Mo t ion  passed . 

Mi     1 1  o  i  n  urajno  veU_  t iuit  bet  h_  Mek onr,  Phirma  Inc    and  Saigon  Drug  -  whol  csa  \  or 
s t-;i r t  Kt" u i>  1  ng_r ot^^Tt! s  along  ti[L  line  of  what  will  be  i  proposed  regul  i tiort  so 
Lhif  ;IV  j.lir*"  t  Inn.-  of  the  regulation  hearings  they  can  i»Ive  Input  as.  to,  the  ao  piracy 
o f  t Vcor  tf sf ,  a iid  start  k oepihg  records  in  the  rorrt-ct  manne r  -  and  that  this  be 
.o'  .st.itcd^  hy  fetter.      Motion  passed.  \ 

Mr.  J.'iios  a«:kea  that  Uie  Board  staff  assist  the  two  exporters  in  setting  up  record 
kcvoliy  prot^'fiiires . 

Mr-:,  Phillips  a<!vi«:ed  that  she  will  file  these  regulations  tor  a  formal  hearing 
in  JY'>ruary. 

Mr  -  %  hln  Do-in  Lxplniiu-J  the  opt.  r  it  ion     ol  Nukon^  Phrrna  Inc      Both  wholesalers 
wore  tiii'iket!  for  .ippe.irtnK   md  explaining  th«.»  procedures  and  for  their  assistance 
t.>  the  iioard, 
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THE  FOUR  HUNDRED  AND  THI  RT'-E  iGHTH 
MEETING  OF  THE  WASHINGTON  STATE 
BOARD  OF  PHARMACY 


February  18  and  19,  1902 


The _ four  hundred  and  thi irty-e Igh th  meet  ing  of  the  Wash  I ng ton  S  tate  Board  of 
Pha  rmac y  wa  s  c  a  1 1 !  ed  t ;o  p  r  d  e  r  a  t  9  _:  18  a .  m .  o n  T  h u r  s  d  a  y ,  F  e  b  r  u  a  r  y  1 0 ,  1902 , 
by  Chairman  Dr.  Arthur  Zoloth  [n  the  conference  room  of  King  County  Precinct 

1^905  Sixth  Avenue  SW,  Burlen  WA.     Board  members  present  were  Chairman 
Zoloth,  Vice-Chairman  Lars  Hennum,  Harold  F.  Osborne,  and  David  H.  Palmer. 
Board  Member  Edyrn  H.  Jones  was  excused  for  Illness.     Board  staff  members 
were:     Donald  H.  Wi 1  Hams,  Execut Ive  Secretary,  Chief  Compliance  Investigator 
Charles  James,  AAG  Barbara  Phillips,  and  Mary-Helen  Hansen,  clerki 

Chairman  Zoloth  opened  a.  discussion  bf_f he  abuse  poteri t la  1  of _ cough  syrups  . 
containing  codeine  and  thedahgers  of  Phenylpropanolamine  (PPA).    Dr.  Zoloth 
introduced  Dr; . tjwrehce  Halpern,  Department  of  Pharmacology,  Dnl vers  I ty  of 
Washington  Health  Sciences.    Or*  Halpern  had.  been  Invited. by  the _ Board. to_.  _ 
discus.,  the  .appropriate  use_of_cpdeine_in  . Schedule  V._  cough  _syrups  and  phenyl- 
propanolamine as  a  drug  In  diet  aids  and  "look  alike"  tablets. 

Or.  Halpern  felt  the  Board  should  consider: 


1)  After  two  or  three  weeks,  people  are  buying  the  cough  syrup 
fur  other  than  cough  suppression. 

2)  Does  the  volume  amount  In  a  k  qz.  bottle  of  cough  syrup 
fit  the  time  covered  for  use? 


3)  Codeine  vs  dextromethorphan :  _ _dext romothgrphan  _is_npt_as__ 
effect iye  as_a  cough  suppressant,-,  not  as  good  a  centrally 
acting  drug  as  It  is  an  an t i -tuss i ve. 

M    The  tie-In  with  alcohol  In  the  cough  syrup  Is  the  attraction 
for  abusers. 

5)  Is  the  practice  of  selling  the  cough  syrups  by  the  pharmacies 
contributing  to  drug  abuse?    Cbbd  pharmacy  practice?  Good 
medical  practice? 

6)  Home  dosage;  pat ienCs - increase  dosage.    A  drug,  should  be  taken 
according  to  irisf ructJbns.     If  It  does  not. work;  the  patient 
should  check  .back  wi th  the  physician  for  other  medications. 

7)  Prescript  J  on_on!y?  .Check  w]th_chest  physic  ian  for __P_rescr_ip- 
tion  or  non-prescription  Information.  _ |t  may  not  be  needed  for 
long  term  use.    Perhaps  the  MD  Is  restricting  prescriptions. 

flj     ineffective  home  remedies.     The  cost  benefit  -  the  charge  for 
prescriptions  by  the  physician  and  the  pharmacy. 
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In  summary  Or    Halpern  suggested  the  Board  seek  guidance  from  a  pedia- 
trician and  a  chest  physician  concerning  amounts  of  codeine  cough 
syrups  to  be  prescribed. 

According  to  Dr.  Halpern,  phenylpropanolamine  was  a  third  generation. d iet .. 
piti,  a  decongestant  wlththe  same  potent  la  I  for  adverse  action. as  amphetamines: 

Paranoid  toxicity  Sue  tc i  increased  dosage,  plus  deep, _ long-last  I ng_depressiqrN  

It  was  not  approved  by  the  Food  and.  Drug. AdministratlonA_but  by_a  panel  appointed 
by  the  FDA  who  approved  it  for. weight  control.  .Xlth/Jlpok.a.Mkes.M..the  .danger  to 
users  was. overdosing  on  real  "speed11.  _PPA_was  a  useless  kind  of  medication  that 
was  not  et;fectlve_in_weight_ioss  oyer  a  long  period  of  time,    the  patient  was 
treating  depression  rather  than  the  weight  problem. 

Dr.  Michael  Copass  KD,  Harborview  Hospital ,  Seattle  WA,  stated  that  verY  few 
people  need  a  chronic  cough  syrup,  possibly  only  those  with  smoker's  cough 
Self  medication  has  become  a  national  habit.    The  abuse  potent  4  a  I -for  Schedu  le  V 
cough  syrups  is  moderately  high.    Pharmacies  sell  frig  most  of  the  Schedule  V 
cough  syrups  may  be  located  In  an  area  where  much  drug  abuse  occurs^    lf8  bOurs_ 
between  sales  to  an  individual  may  be-too  short;    He  suggested  the  Board  should 
find  but  what  the  pharmacists  are  saying  to  the  patients  about  Us  use.__The 

pharmacist  may  heed  more  control  bver  the  frequency  of _ai locat ion .    He  felt  

that  cbDeirie  Was  not  needed.  _ I ri_tfu;. matter  of_pbeny]propanoJafnJne  Dr.  Copass  re- 
lated, borne  sjtati  stics:__AI  though_Ri  tal  In  was  still  the  largest  drug  of  abuse  In 
Scott le  In  198),  Benzedrine  was  second.     In  July  1981 ,  there  were  two  emergency 
PPA  cases  at  Hirborvlew  Hospjtal,  in  December  1^90 1 D  there  were  50      In  the  middle 
age  group,  it  was  diet  aid  PPA^s,  among  teenagers,  It  was  "look  aMke"  PP« — - 
He  Kit  that  this  was  just  a  beginning.    Dr.  Copass  discussed  the  effects  of  PPA  - 
hypertensive  hemorrhage  due  to  malignant  hypertension,  a  tremendous  '/buzz",  severe 

agitation,  and  -  after  treatment  -  a  deep  depression;    He  stated  thatJ'Iook  

aHkcs"  needed  to  be  looked  at  by  both  the  pharmacy  arid  the  medlcal.professjons, 
because  it  needed  to  be  s topped:  -"By. allowing  the  medicines, _we_are_genera_t I ng 
a  patient  population",  he  said:.  Two. to  three  mg's  per_day_were_aU  right  as  a 
decongestant;  65  to  85mg's  could  be  toIerated_as_a_d let _ald;_ by t_ 85  to_200  or 
300mgls  per  day  resulted  In  Very  high  blood  pressure...  The  attraction  is  in  the 
"head  set"  or  mental  ef fect_that_thls  sorcajjed  "speed",  produces.    Dr.  Copass 
agreed  that  both _cough_ syrups _and_PPA  products  were  In  question  as  to  clinical 
effectiveness  and  may  add  to  the  drug  abuse  problem  in  the  community. 

Mr-  Norman  Johnson  of  Therapeutic  Health  Services,  a  drug  abuse  program  in  Seattle, 
discussed  the  use  of  cough  syrups  among  the  clients  he  is  treating  In  his  clinic. 
Mos  t  o  f  them  condemn  the  use,  but  nx>st  use  It  to  tide  them  over  and  prevent  _. 
withdrawal  symptoms.    He  stated  that  he  was  not  aware  that  the  use  was_so_w!de 

spread.    He  was  very  upset  at  the  ease  with  which  It  was  obJLaIned_.___T_he_d_rug  

users  were  now  getting  alcohol   in  addition  to  the. codeine. __He  Is_yery  concerned 
that  the  60  day  stabilizing  period  for  hi S_ c! Ients_ ! S_belng  offset  by  the  cough 
syrups  that  they  can i.  get. very  easily.    He  felt  that  pharmacists  should  be  given 
some  controls  over  the . d I SpenSing. of  Cough.  syrups^.He  questioned  the  amount  and 
frequency  bt  ava I  I  a bill ty_of _the_med lea 1 1  on ,  and  the  prolonged  sales  to  users. 
He  had  not  seen  any  PPA_use_tp_date^    He  Introduced  Debbie  Fisher,  a  client  In 
his  program  for  pregnant  addicts.    Mrs.  Fisher  discussed  her  knowledge  of  the 
taby  availability  of  codeine  cough  syrups  and  amount  of  money  and  effort  spent 
by  users  to  obtain  a  supply     Four  and  five  bottles  per  day  was  an  average  use; 
$500  to  $700  per  month  was  spent  on  bottles  of  cough  syrup:    She  described  the 
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THE  FOUR  HUNDRED  ANO  THIRTY^UUTH 
MEET!  NG-OF  THE  WASH  I HGTOII  STATE 
BOARD  OF  PHARMACY 


March  18  and  19,  1902 


The  four  hundred  and_thlrty-nlnth  meeting  of  the  Washington  State  Board  of 
Pharmacy  was  called  to  order  at  9  05  a.m    on  Thursdayt  March  18.  1902,  by 
Chairman  Dr^  Arthur  Zoloth  In  the  conference  room  of  King  County  Precinct 
kt  1 1*905  6th  Avenue  SW,  Burien,  Washington      Present  were  Chairman  Zoloth, 
Vice-Chairman  Lars  Hennum;  Board  Members  Harold  F.  Osborne  arid  David  H, 
Palmerj  Executive  Secretary  Donald  H^  WlUlams^  Assls  ant  Attorney  General 
Barb.ir,*  Phillips,  arid  Mary-Heleri  Uariseri,  clerk.    Also  present  were  Chief 

Invest irptbrs  David  Campbell  arid  Charles  James,  and  Board  Investigators  

Wt 1  lard  Scott,  Frank  Bracellri,  Hobarf  Ashmore,  Bob  Miller,  and  Dick  Morrison. 


Chairman  Zoloth  announced  that  the  formal  regulation  hearing  scheduled  for 
9:00a.m.  to  repeal  WAC_360-l6-llO*_the_o1d_Hosplta1  Pharmacy  regulations 
inadvertently  lef£_In  effect_when  chapter  360-17  WAC  was  adopted,  would  not 
be  heard_because_of_a  problem  wjth  notices.    The  hearing  will  be  continued 
to  the  Apr! 1  meeting. 

The  Board  then  met  in  a  Closed  Meeting  with  the  Investigators. 

Ai  10:25  a.m.  the  Open  Meeting  was  resumed.    Chairman  Zoloth  announced  that 
the  Board  of  Pharmacy  had  the  authority  to  determine  which  drugs. were 
legend  drugs,  arid  the  Board  was  consider  I  rig  maktrir .Pheriylpropanoiamlne.a 
legend  drug.    The  Board  had  asked  representatives  from_lndustry_and_medI- 
cirie  to  present- Irifbrmatior.  On  Phenylpropanolamine  (PPA)  for  a  proposed 
regulation  hearing. 

Dr.  Edward _ Ste I nbe rgx_Ph. D. ,  V ice-Chairman 
Thompson  Medical  Company 
New  York  NY 

Dr.  Steinberg  stated  that  the  Food  fi  Drug  Admiriistratlori  mlscel larieous 
internal  review  panel  of  physicians  (report  published  February  1982) 
recommended  Pheriylprdpanblamrne  as  safe  arid  effective  for  appetitcsup- 
prcssion  for  weight  control  for  a  period  of  use  of  IZ.weeks  when_used__ 
as  directed.    PPAhas  been  used  for  AOyearsas  an  appetite  suppressant. 
Sri  Estimated  10  million  people_curreotty_take_a_we[ght_ [qss  product . 
It  is  a  proven  aid  to  weight,  losswlth  no_stgnj if  [cant  changes.. In  blood 
pressure,  pulse  rake,  or_side_effects.__The_FpA  panel  conclusion  was 
based  on _cL I o leal  and  laboratory  studies  submitted  by  Thompson  Medical 
Com?any_a„nd_others^  __The  stud I  jes  were  based  on  .hundreds  of  pat  tents 
with  thousands  of  patient  days  under  medical  supervision.    There  are  -  no 
new  statistics  to  indicate  It  Is  unsafe.    The  legal  dosage  Irithe  United 
States  Is  25mg  three  times  per  day,  or  75mg  total  once  a  day  In  a  time 
release  capsule.    Sr.  Steinberg  believed  PPA  to  be  without  tolerance  Or 
abuse  potential .     In  Australia,  according  to  an  article  In  The  Lancet 
N9B0),  an  35mg  Immediate  release  form  caused  some  elevation  in  blood 
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pressure. 

In  tests  with  animals  -  rats  and  monkeys  -  PPA-reduced  food  Intake 
with  a  lack  of  hyperactivity  arid  stimulatory  effect.    Human. stud ics 
show  that  the  weight  loss  from  use  of  PPA  was  at  least  equal  to.  the 
weight-loss  by  any  prescr 1 pt Ion . drug ;  with. none. of  the  attendant... 
side  effects.,  and  twice  as  effective  as  a  Placebo_under_clInlcal_con- 
ditioris.    This  product  Is  important_to_miil  ions_of  consumers_who  are 
motivated. to  Lake_of f _welght_and _.need_such  a  modal  ily.    He  felt  that 
young. peop!e_who_may  be  trying  PPA  lor  purposes  pf  achieving  a  "high" 
will  be_ disappointed.    A  check  with  all  related  federal  agencies, 
plyi_check|ng  with  researchers  who  had  conducted  studies  with  13,000 
teenagers  (federally  financed  study  of  drug  use  with  numbers  of  drugs) 
showed  no  PPA  abuse.    PPA  was  not  listed  separately  by  Poison  Control 
Centers  of  DAWN  (Drug  Abuse  Warning  Network).    The  data  listing  ID, 
bbb  poison  control  cases  with  1 0D0  Emergency  Room  Incidents  involving 
PPA  weight  control  products  occurring  each  year  Is  dot  true  (Vol.  25, 
Ai.qust  1981,  Bulletin  National  Clearinghouse  for  Poison  Control  Centers). 
The  figure  is  an  estimate,  according  to  f be_seri lor  author. Of  the  report. 
739  was  tbeactual  number.    None  Of  the  10,000  cases . has . bcen.checked 
out:    He  felt  that  the  statistics  were  picking  up  the  use  of  street 
drug  "look  al ikes". 

Caffeine  is  inciuded  in  diet  aids  to  offset  lethargy  caused  when  an 
individual  goes  on  a  reduced  caloric  intake.    His  company  produces 
products  both  with  and  without  caffeine.    Dosage  of  PPA  permitted  by  the 
FDA  for  diet  aids  is  75mg  per  day;  for  the  cough  and  cold  industry*  It 
is  15bmg  per  day.      Studies  Indicate  there  is  no    problem  with  higher 
dor.es  -  I SOmg  -  in  a \  2k  hour  period. 

Dr.  Steinberg-stated  that  the  Illegal  drug  "lookal ike"  problemwas  a 

matter  requiring  appropriate  federal  and  state  serutiny_and_general  

improvement  of  safety  precaut Ions  . I n _ the _home-  Thompson  Med  I cails_ pack- 
aging arid  label  trig  precautionswere  ef.fective_and  responsible  and. should 
not  be  penal izpd_becau5e_others_are_making_nlpok  al Ikes".    He  quoted 
Cbe .consumer  member JJwatchdog0  of  t he  FDA  panel A  Michael  Shu  1 man  of  USC, 
as  saying  he  was  impressed  wi th  the  evidence  and  in  his .  judgment  PPA 
was  safe,  effective,  and  In  the  best  jnterests  of  the  public      12  weeks 
wereestablished  as  a  time  frame  by  the  FDA  because  Thompson 1  Med  leal  had 
submitted  studies  up  to  12  weeks.    His  company  is  updating  data  on  lorig- 
er  term  use.    There  are  no    states  that  current  I y- requi re  prescription 
for  these  producis.    Thompson  Is  an  0TC  company  with  rib  prescription 
products  arid  would  penalized  by  a  Vast  reduction  In  sales. 


Dr.  Steinberg.  introduced  Ms.  Sunny.W! 1 son,_Cosmopol Is;  Washington,  who 
talked  about  her  use. of  PPA._Sbe_ lost  Z6_pounds_Inl2_weeks  with  the  use 
of  a  Thompson  producti  _She  had_t_ried  other  diets  without  success.  She 
bas_mai_ntained_her_achieved_welght  for  over  six  months.    She  takes  one 
capsule  per  week  or  as  needed. 
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Or.  Harold  I. .Silverman;  Ph.D.;  RPh. 

Professor  of  Pharmacy.  .  _     

Executive  Di rector, _Pf ifer_Besearch  Laboratory 
Massachusetts  Col lege_of_Pharmacy 

Member _Qf _Facu j ty,  Boston  Uni vers Ity  School  of  Medicine 
Consultant  to  Thompson  Medical  Company 

Dr.  Silverman  stated  thai  problems,  if  there  were  oriy,  were -not -due 
to  the  legitimate  use  of  Phehylprbpariolamiue.    Used  appropriately  in- 
correct dose,  the  drug -was  safe  arid  effect ive;    His  original  research 

found  the  drug  to  be  efficacious  arid  riot  to  produce  any  adverse.   

effects  when  used  appropriately.  . He . c i ted  a _ report  frgm_the_Hatjonal 
Clearinghouse. for  Poison  Control  Centers,,  _  report  Ing_incidents  from 
all  drugs  -  65-66, 0Q0_ incidents. .-_ that_there_were  no  reported  deaths 
f  .-om  PPA,  though_t_here_were_many  from  other  drugs .    He  fel t  PPA  was 
incapable  of  be|ng  abused  and  Incapable  of  being  used  in  a  way  which 
wouldcause  either  euphoria  or  stimulation,     it  was  an  effective  nat>al 
decongestant  and  effective  anorexient.    He  felt  that  because  it  falls 
within  the  category  of  Central  Nervous  System  stimulants,  that  it  is 
assuni'd  that  PPA  will  have  a  stimulant  effect. 

Dr.  Silverman  Pel  t  that  "look  alikes"  were  the  pi'oBlenu-  Uith  regard 
to  caffeine  arid  PPA,  DEA  felt  that  more  deaths  from  caffeine  overdoses 
may  have.  »jt)rie  unreported;    There  were  rib  deaths -from  PPA. __ Thompson  __ 
siudit's  had  ribtshbwri  a  syriergJ st Ic  ef f eCf  f or  PPA  and  caffeine. together. 
PPA  did  give  a  feeling  of _d I spbor ia ,_bu t  no.euphoria.  in.independent 
studies  at  Johns  Hopkins  University  involving  prima tes^  higher  doses 
had  shoyt _no_drug  abuse  or  bizarre  behavior^    There  were  no  published 
buman „ stud ies. _ .Overdosing  with  P PA A  caf fe ine,  or  a  host  of  other  sub- 
stances will  Increase  blood  pressure,  .there  were  no  problems  in  studies 
as  submitted  to  the  FDA  where  75mg  to  iSOmg  per  day  were  used. 

Dr.  Silverman  discussed  the  study  done  by  Horowitz  in  Australia  bri  a 
product  not  available  In  the  United  States.    I t-wasriot-the  same  as  the 
U.  S\  PPA.    There  were  four  different  isbhiers  of  PPA;..  DLraCemic  was 
the  form  used  in  this  couritry:    Iri  Australia,  It  was  D  PPA, _ thedextro 
form,  -35ing,  immediate- release.    He  had.  not  rece Lved._engugh_ tablets  ?°~ 
test  for  increase  in  blood. pressure. _This _prgduct_was_ no  longer  on  the 
market  in  Austra  1  i_a.__ _The  study_was  gnly_tP  be  used  as  a  guide.    He  was 
not  _  aware  of  ..hyper  tens  Ive.inc  Iden  ts  in  thi  s  cgun  t  ry  the  same  as  Horowitz 
repgrted.in  Australia.    There  were  no  del iberate  studies  being  deveioped 
with  humans  with  regard  to  high  blood  pressure  or  toxicity  because  of  the 
risk.    He  was  not  aware  of  adverse  effects  in  either  the  blood I  forming 
organs  or  the  cardio-vascutar  systems.    A  lot  of  PPA  has  been  given,  but 
the  studies  only  run  for  about  three  months  at  a  ijme.    Stat  is t ics . have 
only  been  developed  over  the  last  12-15  months.    Thompsbri  Medical  is  mapp 
out  what  it  will  do  next  with  data  for  Ibrig  term  use. 


John  Grurizel  1  -MO _ 
Professor  bf.Medi.cine 

Department . of  Medicine     

D i  vis Ign.of .Metabgl ism  and  Endocr Ino logy 
Unlyersi  ty_gf  Wash i  ng ton 
Seat  tie,  Washington 
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Dr.  Grunzel  I  explained  that  He  was  Interested  In  the  iji«ta-Q  jfos 
obesity  arid  would  discuss  the  p rob 1 em  from- the  vlewpojpt-°f  \cs\ 
physician^  _  Obesi  ty  was  both  a  health  problem  arid  a  SoC*  °;Ld 
problem.    The  health  related  problems  were  problemswj  tP-        .  Hg^f ' 
diabetes;,  high  blood  fat  levels/trJglyCerates  or.  ch\of.e^tcr0e^^Ki 
elevated. blood  pressure.    All  of_the_rI_sks  for  obesity  fP.r_!!  t^  _ 
d  lsease_and  . strokes,  seem  to  b'_:_med_iated_throygh_one.  of  t.t,e5^t  jh^e 
diseases.    He_ stated  that.lt.  has  been  demonstrated _thafc  w^S^.-^s 
would  amej  j  or  ate  all  of  these  abnormalities,  so  there  yia*__*  to 
find  a  system  so  that  people  could  take  off  weight  anq  kffeP..r  ~ff. 
there  were  many  ways  to  lose  weighty  Including  diets,  pe^v  teri  ^1' 
ft  cat  ion,  and  drugs     Weight  loss  was  not  the  problem,  _^a'^|t  ^ce 
of  weight  loss  after  the  desired  weight  was  lost  was  the  Pr<3|f 
Today,  there  was  no  way  to  take  off  weight  and  keep       o^-'-f  t,L5u; 
Followed  the  patients  over  a  number  of  years!    Two  PeNJG^"-^* 
population  could  take  off  weight  arid  keep  It  off-for  rifri^  V-?-  ^ai 
There  was  very  little  data  of  her  than  short  fcrm  fol  I6vy^up_0,1r  n^tei1" 
aoce  of  weight  loss  Eo  Indicate  that  drugs  are  ef f J ca^ |oi?*_?  ~ j ^ 
efficacious.    Drugs  ava  l  iable  Include  adrenal  I n-.l  Ike;  amPhet,oJ^ 
like  (Fenf  Juoramine_and_PPA_may  be  a_  separate .  subc  I  a$s)  \ -*~t,  joV 
1 '_ket  no  lgnger_usedi_and  other_drugs  wh]c_h__b1gck  the  £b*°.rP:j"(j  [j.af 
certain  kinds  of  foods.    Amphetamines  and  PPA_are  a_noh^X^_fdh 
up  secretions,  which  is  the  reason  for  the  use  of  PPA  fn  c°U?nt  »hu{?* 
Host  have  a  Centra^  Nervous  System  effect      Many  help  [n  we*J  tQ  Q**' 
there  is  not  much  evidence  to  suggest  that  PPA  does  mi^h  ™r 
help  weight  loss  than  the  desire  to  lose  weight  atone, 

DK  Grurizel 1  qgbted  from  Thbmpscn  Med Jcal -Company ^s  own 
as  publlshea  In  the  Physician's  Desk-Reference  for  the  79^-1-    *t : 
"Do  not  exceed  recommended  dOSe.     If  nervousness ;  d  1  ^tX  n  e  .5  *  r . 
sleepiness;  rapid  pulse;  palpitation,  or  Other .  Sympt0m$ -oC-  hay 
discontinue  medication  and  consul  t  your  _  phys  Iclan . .   jf.Vjjy-^-  * 
or  are_be in_g_ t_reated_fpr_hf  g.h_b1ood_pre^syreJt_heart ;  d'a  *!  r  " 
thyroid, _or  . other  diseases ,  whl  le  pregnant,  Ot_nursJ  ng  _u 
the  age  of  18A  do  not  take  this  drug  except  under  the 

of  a  physician. n       -sJt 

He  Identified  those  people  who  are  overweight  or  who  h^v*  j,eSe 
associated  with  a  health  problem,  other  than  the  nassIyelV  0  re\ 
individual,  as  people  at  risk  for  stroke,  For  heart  att**^5*  p-ted 
to  diabetes 0  high    blood  fat  levels,  and  high  blood  prcS*ur-^ 
thest  people,  he  felt  the  drug  was  cbritralndicated,  accO'' 
Thompson  Medical  Company. 

In  summary:     i)    He  was  riot  sui*c  there  was  a  successful  ti&t  ^gjo^  of 
surgery  for  keeping  weight  Off  Once,  the  person,  had  Tos ^         £er^  t.  .._ 
2)     If  there  was  a  way.  to  take  weight  off  and  keep  if  0ff  *  t 7~a^  SiaS  n0 
data.on  . lony- term  weight  maintenance*_uslng_aoy  of _  the^e ..'JJj^ce  _^hs 
compared  to  simp]e_caJorIc  restrictions.     There  was  no  tf^l  -^fl  t^- 
efficacy.,  3)     If  a  study  Is  done,  he  feels  there  Is  n0  <c,se  hcfPt 
PPA  over  Fenf I uoramine t  or  some  other  drugs.    Finally,   ff  1    jds^A  , 
arc  itnportant  and  Individuals  who  need  these  medications  ar-    cq;"^'^  l 
Dr.  Gruniejl  felt  they  should  be  regulated  by  a  phys Ic 
For  the  risk  factors  arid  take  care  of  the  potential  pr>jp"lem5. 
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Or.  Stephen  Woods,  Ph.D.  

Professor  and  Chairman,  Deportment  of  Psychology 
Department  of  Medicine 
University  of  Washington 
Seattle,  Washington 

Dr.  Woods- cdmmerited-bb  PPA;    There  were.no  published  long-term  studies 
on  the  efficacy  of  PPA._  There_ls  a  high_ tendency  to  regaln_welght . 
He  quotedweigbt  Ioss_studles  at_Prlnceton: _. People. who. received  a 
placebO_  lost.li  Pounds.oyer  a  .10-1.2_week  per  iod,  whi  le  those  who  got 
P_PA_lost  2i_pounds  oyer  ^he  same  period.  __(N0TE:    We  be  1 1  eve  Dr.  Woods 

meant  to  _add_''per  week'1  to  the  pound  figure  quoted.)    The  .combined  

effect  was  greater  than  PPA  Itself     He  felt  that  It  was  significantly 
higher  than  the  placebo  effect  or  the  desire  to  lose  weight      He  felt 
the  evidence'  was  In  favor  of  the  concept  that  PPA  does  act  by  getting 
into  the  Central  Nervous  System,  the  sited  action  Is  In  the  same  part 
of  the  brain  that  stimulation  occurs.    There  Is  a  Big  void  In  the 
literature.    Many  drugs  are  riot  being  tested  by  psychologists  with_ 
regard  to  the  ability  to  reduce  appetite  arid  to  take  off  weight.  A 
series  of  control  experiments  need  to  be  dbrie  to  show  that  these  drugs 
ore  acting  iri_sbme  riatural  way  on  the  appet  I te  systems.  __Tbere_ are  no  _ 
studies  on  PPA.    Does  PPA  cause _an_ aversion. response. r  taste.avers ion?__ 
ln_commoD_.testlDg*_tbe_dryg_ ls_gIyen_to_animaIs__to_see  If  when  they  stop 
eating  theyundergo  thesame _behaylqrs_that  they  undergo  after  a  normal 

meal,  but _ that  this _js .happening  sooner  In  time  with the  drug.  The  

test  Is  called  complete  behavjorial  satiety,    this  has  not  been  done  with 
PPA,  though  [t  has  been  done  with  other  drugs  in  that  family,  and  all 
cause  very  large  disruptions  of  normal  behavior.    Finally,  a  critical 
study  would  be  the  degree  of  weight  loss  over  a  period  of  tline  arid-tbe 
ability  to  keep  the  weight  off,  given  the  prescribed  reglmeri.    He  felt 
the  Board  needs  to  weigh  the  potent  la  I  _  for  Beglririlrig  to  lose  weight 
arid  -maintaining  that  reglmeri  for  a  period  of  time  -  in  addition,  the 

number  of  people  who  are  seeking  to  lose  weight  without  consulting  a  

physician  -  agaJrist the  real  efficacy  of  Phenylpropanolamine  and  a  possible 
potential  for  abuse. 


Mark  J.  Ugoretz 
A  s  s  I  s  t  a  n  t  G  e  n  e  r  a  I  C  o  u  n  s  e  I 
The  Proprietary  Association 
Washington,  0.  C. 

Mr.  Ugoretz  Identified  The  Proprietary  Assoclat  Ion  as  a  One  hundred  year 
bid  trade  association  representing  manufacturer*  of  n0n-prescrlptlon_ 
medicJrie-  whose  product-  are  marketed  throughout.  Washington..    He  stated 
that  he  had  been  working  on  the_ Issue  of  street _dryg_" look  a.l  lkes"  fpr_ 
about  two  years.    Me  referred_to_tbe_FDA_panel .report,  that  PPA  was  safe 
and  effective  as  a  dletaid and_dld_not_regulre_supery Islon  for  use. 
PPA  seems  to  be  connected  wlth_the_abuse  of-drugs  In  UnaPProYed_P0™bi~ 
r^t ions  such  as .caffeine,  ephedrlne^  doxyiamlne,  and  other  jngredlents. 
These  are  misbranded  and  have  no  NDA      He  distributed  documents  to  the 
Board  that  reviewed  the  laws  with  regard  to  J,look  a]  I kes"  and  gave  back- 
ground Information  on  the  Issue.    $3  states  are  looking  at  this  problem 


> 


331 


which  does  hot  Include  legitimate  OTC  drugs  sold  In  retail  outlets. 
PP A  appears  to  beused  to  permit  the  drugs  to  masquerade  as  legit- 
imate products,     ij  states  have  passed  laws;  26  are  still  consider- 
ing, 1 1  ^    (NOTE :    Wa  s  h I  rig  tori  1  eg  I s 1  a  1 1  on  was  at  t  ached  to  ano  t he r 
House  Bii]_than_8l5  and  passed.)     In  states  that  have  passed  bills 
based  pn_ the  PEA_ Model  legislation  or. the  AMA  bill,  the  distribution 
and  abuse  of  street_drug_M!ook.allkesM  has  declined:    Not  orie  of 
the_f*3_?tates |  has _restrlcted_PPA_to_prescrIptIori.  or  ariyway  preverited 
con*umers  f  rom  obtaining.  djet__a|d  products,     lo.bis  travels  through 
other  states,  he  has  discussed  PPA  and  other  states  do  not  appear 
to  have  the  problem.    The  problem  of  PPA  showing  up_in_reports  will, 
be  resolved  when  the  "look  al Ikes"  are  outlawed     He  asked  the .Board 
to  provide  his  Association  the  opportunity  to  examjne  data,  the 
specific  number  of  actual  instances  with  legitimate  OTC  products 
containing  PPA  that  were  purchased  for  improper  use,  where  purchased^ 
and  by  whom.     (Hewas  tola  that  the  Board's  responsibility  was  to  the 
Public,  and  that  If  the  Board  fburid  sufficient  reason  to  act,  It 
would.)  _He_was  not  aware  of  the  problem  In  other  states.    He  warned 
that  Washington  consumers  wi 1 1  suffer  the  ^convenience- of  loss  of 
pu.t1ets_If_PPA_is  put _on_Prescr!pt Ion  status:    There  will. be  price 
increases  and  the  need_for  doctors*  vJs! Cs  arid_the  prescription 
Price?_3dded  -  if  the__product_can_be_found._  OTC  products  will  be 
purchased  out-of-state.    The  _prod_u_cts_wJ ll_be  m] sbranded,  unless 
the  Pharmacist  attaches  a  state  legend  label.   He  urged  the  Board  to 
await  passage  of  legislation  regarding  "look  ailkesn._  in  summary, 
PPA  was  a  safe  and  effective  drug      In  other  states  which  hadepnr  _ 
sidered  leglsIationD  abuse  was  found  to  be  In  conjunction  with  other 
drugs  arid  fraudulently  sold  as  street  "look  allkes". 


Or.  Raymond  Ragland  Ph.D. 
Men!ey__6__Jan)es  Laboratories 
Divlslon_pf  Smith  Kline  6  French 
Phi ladeiphia  PA 

Dr-  *agland  stated  that  his  company  had  been  in  con  tact .with  poison  _ 
controJ.  centers  and  their  data  was  Inconsistent  with  what  the  Washington 
Board  of  Pharmacy's  data  suggests. 


Dr.  Evan  G.  Slegal  _ 
Scientific  Affairs  Associate 
Tht-_Proprietary  Association 
Washington,  D.C. 


P.r«.  Slegal '.explained  .that.h Is  background  v«aS  In  molecular  biology, 
Pharmacplpgy,  a_nd_  tpxicplogy±  as  welj  as  medical  genetics  at  two 
universities  and  the  FDA.    He_  reviews  iiterature_and_repo_rts_-  Informa- 
tion  from  federal  agencies  and  poison .control  renters, .published  and 
unpublished  literature,  reports  from  consumer _grpups±_and  mortal ity_ 
a nd  nK) rb ' d  1 1 y  report s  from  the  Center  for  Disease  Control  in  Atlanta. 
He  was  a  PTA  president  of  his  son's  school  and  alternate  delegate  to 
the  county  Board  of  Education  In  Maryland     Any  Information  regarding 
drug  abuse  would  come  to  him.    He  suggested  that  al thougth  PPA  resembled 


332 


an    a>?;ietomirie-l  ike  cbnipouna,  it  ac tual  I.V_ii!ay _preyen it  some  of  the 
stimulation  that  is  known  lb  be. caused. by_amphetamJ_nes.___PPA  js 
known  to  be  excreted. by  humans  at _a .  ra te_of  $J%  unchanged I  in i  the 

urine  f ci . Ik.  hours.    A.  receptor  binding  and  . blocklng  actlon  may  

eventually  be  i>roved  to  occur.    The  "olamine"  at  the  end  of  PPA  can 
-  to  the  uneducoted_minrf  -  be  likened  to  amphetamine  controlled  sub- 

lanees-     The  k.ds  may  be  Jinking  "look  allkes"  to  PPA  and  grabbing 
diet  aids  tn  get  a  supposed  "high"     lit  has  no  data  to  show,  But  he. 
feels  it  is  human  nature  to  look  for  other  sources  when  one  particular 
source  is  not  avaMabie.    He  cited  the  unstable  psychblbgicaJ  stateof 
teenagers  -  they  would  take  anything  and  continue  to.  use  witbout.ef fee t. 
The  supposed  effect  may  be  psycholbglcal.jr.espbnse.    He  quoted  from  the 
1 93  j  report  of  Pbisbn-Cbntrbl  Center's:.  "Mo  inferences_shguid_  be  drawn 
from  the  data  concerning  the  true  Incidents_of_pqlsgning  signs  and 
symptoms,  hospital  izatlbri,  death; .or.pther.  aspects  of  the  problem11. 
The  reports  are  basically  anecdotal  and  may  have  nothing  to  do  with 
adverse  effects  -  cause  and.ef feet of  PPA.    According  to  DAWN,  the 
peak  of  the  PPA  cases  w«re  teenagers  1*4-18  years  of  age.    There  was 
cbthing  after  the  age_of  13  in  incidents  of  PPA  related  effects. 
There  are  10  million  dieters  who  are  in  the  adult  age  population.  In 
the  latest  data  to  December  igBl  from  Emergency  Room  visits,  PPA  related 
incidents  had  dropped  two:thirds  in  the  last  half  of  1931      He  suggested 
l hat  the  Board  may  have  part  of  the  answer  nationwide- to  the- Increase 
of  Emergency  Room  visits  due  to  PPA      There  are  very  few  analyses  of 
what  Jrugs  were  present  In  reports,  they  are  mostly  anecdotal. 

Ail  speakers  were  thanked  Ebr  their  contributions  and_£lme.___Mr_i_  Wl  I  I  i_ams_re- 
qucsted  the  source  of  the  739  PPA  incident  figure  reported  by  Drs.  Steinberg 
and  5 i  t  verman .  » 

t  ' 


Chairman  Zoloth  reconvened  the  afternoon  session  at  2:30  p.m. 
Stevi-  Smith,  Assistant  Attorney  General,  presented  the  Following  Order: 
Jinmie  Alan  Ttbbets — RPh.  1 


ClallamTay  WA 


orders ,  possess  ion 


Possession  of  legend  drugs  wi thout  prescript  tons_o  :_orde 
of  controlled  substances  without  prescriptions  or  Orders 

rin.il  Order  on  St  Ipulated  Settlement :    License  suspended [  for  5  years, 
4  years  stayed,  unless. further  violations  of  any  state  or  federal -law, 
rule  or  regulation  relat[ng_t_o  the  practice  of  pharmacy  during  a  5-year 
ptviod,  beginning  the  date  of  this  Order.    Prior  to  reinstatement: 

1)    Participa       n  drug  abuse  program  approved  by  t he \ Board  and  pro- 
vide evidu  -e  of  such  participation. 

?)    Documentation  by  two  professional  therapists  that  It  would  be 
appropriate  to  reinstate  llcenso. 

3)    Take  and  pass  the  law  exam. 
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IHE_FQQR_HUHDREflLfiNO-  EORIY-SECOND 
MEETING. OF  THE.WASHINGTON  STATE 
BOARO  OF  PHARMACY 

June  2k  and  25,  1982 


The  four  hundred  and  forty-second_meeting  pf__ t he _W«hing ton  State  Board  of_ 
Pharmacy  was  called  to  order_by_Cha|rinan__Lars  Hennum  at ,  9:]3_a.m.  on  Thurs- 
tfay^.June  2'i;  190.2.1.  In  theconf crence  room  of King _Cpunty  Precinct J*A 
1^905  6th  Avenue  SW»  BurJcni_WashingtpnAjL  Those  present  were  Chairman  Hennum; 
tfice-Chairman  HaroldF. .Osborne;  Board  members  Oay id  H.  Palmer .  Joseph 1  J,' 
Thompson,  and  Dr.  Arthur_Zoipth;  Executive  Secretary  Donald  H. Wl  I I  lams; 
Assists  it  Attorney  General  Barbara  Phil  Hps;  and  Mary-Helen  Hansen,  Clerk. 

The  iiicet)ng_ppened  with  a  presentation  "Look  Alike  Drug  Research  and  Physi- 
cian Training  Project  and  Diet  Aid  Hisusc  and  Abuse"  by  Drs    Donald  R  Wesson 
MO  and  John  P.  Morgan  MO  of  the  Drug  Look  Alike  Research  and  Tr",i irilrig  Project, 
^09  Clayton  Street,  San  Francisco  CA  95117*  associated  with         ^-j  ight-Ash- 
Lury  Free  CI inic  In  San  Francisco.    Or    Wesson,  a  psychiatry  ^tratccl 
his  report  with  slides  which  showed  look-alikes,  drugs  of  decepi  stimulants, 
diet  pMls,  and  cocaine  look-alikes.    Since  araphctanlries  have  been  tradition- 
ally the  drugs  of  abuse,  fake  "speed"  Is  manufactured  to  closely  resemble 
legitimate  amphetamine  tablets  In  form  and  marking,  as  well  as  containing  chem- 
icals known  to  prbduce-a  similar  mood  effect:    e.g.,  caffeine, _ephedrine,_and 
piiehy  Iprbpanolamlhe.    The  danger  to  youthful  drug  users _  I s_I_n_thc I  r_consymi ng 
a  large,  multi-unit  dose.    Dr.  Wesson. stated. tbai_h!s_research_has_fal]ed  to 
turn  up  Information  on  medJcal  orpsvcblatric.  cpmpl  Uat ions  .from  escalated 
dowses  of  OTC  diet  pills  by  chronic  users..  _"Lpok:ai  ikes"  are  not  viewed  as 
j'i>u-hl  and  are  unlikely  to  be  used  alone  in  suicide  attempts. 

Or.  Murgan,  is  Medlca]  Prpfesspr  and  Director  at  the  Pharmacology  Program, 
Sophie  Davis  Scbppi  pf_Biomedjcal  Education,  Ci ty  Coi lege  of  New  York.  His 
prL*scntat|on_began_wIth  a  history  of  the i_amphetamjne  PopularUy  of  the  six- 
t ies_whlcb_resul ted  In  the  advent  of  look  alikcs  when  the  DEA  action  to  place 
amphetamines  in  Schedule  1 1  of  the  Controlled  Substances  Act  successfully 
cur t q i  j cd  manufacture  of  amphetamines.    The  triple  combination  of  caffeine, 
cpht.-ilr ine,  and  pheny ipropanoiamine  has  made  up  the  bulk  of  stimulant  salt>:.t 
and  nearly  all  deceptive  products  contain  this  combination.    According  to  Dr. 
Moitjan,  no  legit imate  OTC  preparation  Is  manufactured  In. this  triple  conibi na- 
tion.   Manufacture  and  mal 1  order  sales  of  Icok-al ike  pi I  Is  became  evident  in 
the  late  seventies  and  are  now  widespread.    Sas  are-directed  toward  bulk;  pur- 
chase:; arid  resale  is  encouraged:    The  initial  reaction  by  our  culture  is  to  

respond  with  anger,  fear,  concern,  and  to  form  Mate  laws.    Dr*  Morgan  felt  that 
evidence  that  these  drugs  are  dangerous- is  unconvincI.ng^  Caffeine.is.used 
daily  by  mil  Moris,  aria  ephedrirte  and  PPA  are. used. successful Jy.as.bronchp- 
dilator  and  decongestant:    Dr.  Morgan  su'.gcsted.that  sta_tes_shpuld  woi  t  _  to  see 
what- the  Federal  government  inltlatcd_wlt.j_regard_tp  curtaining  look  a  I ikes. 
The  Federal    government  has  already_shut  d_own_seyexal  1 1  legal  manufactures, 
as  counterfeit  drugs  are  adulterated, and  mislabeled.  The  Post  Office  has  en- 
joined mail  order_advertlsing_at  th|s_ppint.    Self  medication  Is  part  of 
appropriate  health  care  and  should  not  impaired  by  restricting  access  to  these 
a^ienrs  r>uch  as  OTC  caffeine,  ephedrine  and  PPA.    Dr.  Morgan  admitted  that  PPA 
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is  hypertensive,  but  Stated  that  hti  did  riot  know  what  effect  massive  doses 
would  have  on  the  user.    He        heard  of  several  reported  deaths  from  over- 
doses of  look^al i kis ,  but  the  medical  evidence  was  riot  complete.     In  response 
to  questions  from  Board  members ,  concerned  that  the  evidence. presented  was 
contrary  to  prcso^ta t Ions  f rem  Oril vers! ty  of  Wasbinytori  physicians  and.pro- 
fc-isnrs,  Dr.  Morgan  confirmed  that  moriey  for  their  research  comes  in  part  _ 
from  manufacturers  arid  numbers  of  the  The  Proprietary  Assoc  lotion,  However, 
he  felt  the  Board's  concern  .arid  interest  in.  prescript  ion  only  status  v/as  V.al  id  ; 
arid  he  doubted  that  the  caffcibe/PPA  diet  aids  were  significantly  therapeutic  _ 
In  the  long  ruii:    He  did  riot  wish  to  sec  ovcr-reyulatlon_of  drugs  ^  fpr  'Jpeople '  s 
own-good11  while  responsibility  for  one's  own  health  was  now  becoming  the  mode 
in  American  1 1 fe. 


Requests  for  exemption  from  the  Imprint  law  deadline  were  considered  by  the 
Board: 


Abbot  Laboratories.  r__ParadIone 
*Cont?nuc  to  next  meeting. 

Upjohn  r_reqycst_for  further  extension  of  time.    Mr,  Rogers  of  Upjohn 
_was  PrcGcntatthe  meeting,  

*The  Board  voted  to  grant  extension  tc  Jane    /  i,  |?83,  /or..tne... 
following  ..products  contingent  upon  receipt  of  a  letter  of  intent  to 
comply  from  Upjohn:- 

Mao  I  ate  l»00mgf  Fern ! none  0  05mg  Pannne  Bromide  2.5mg,  Cortef  S/W/ZOmg, 
Didrex  50ng,  Provera  2  5mg,  Del ta  Albaplcx,  Albaplex    lincoc in  *100/^00/ 
SQOmgfVetermaryj ,  Cortaba(Veterlnary) ,  Panmycin  ilydrbch loride  Dolus 
Veterinary,  Hedrol  img(Vet). 

Endo  Laboratories  -  Tessalon  PerlcS  will  be  Imprinted  per  letter  of  6-22- 
02  requccting  extension  to  October  1,  1902. 
AQoard  approved  extension  to  October  I,  1 982  -  then  un imprinted  products 
must  be  recalled  from  wholesalers  In  the  state. 

Dura  Pharmaceuticals  -  Dura-Vent*  Oura-Vent/A,  and  Dura-Werit/DA  al I  wi 1 1 
'  be  imprinted  by  August  30,  19E>2.    Hr.  Wheeler  and  Mr.  Evangel  isti  were 

present  to  request  cxtentlon. 
ftBoard  granted  extension  contingent  upon  letter  of  intent. 

Winthrop  Laboratories  have  notified  the  Board  By  letter  that  Cuniirio!  Ovoids 
will  no  longer  be  manufactured. 

Dr.  Zoloth  requested  that  regulations  be  developed  that  would  require  manulactur 
crs  to  update  Information  arid  pres>rit  it  In  standardised  format. 

It  was  moved ,  seconded,  arid  passed  that  the  request  of  Albert Del  Pa  lac lo,  Jr. 
for  a  waiver  of  a  portion  of  his  Intern  hours  requirement  be  granted. 

The  following  Phariiiacy  Assistant  training  programs  presented  by  Hr.  Palmer  were 
approved  by  the  Board: 
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THE-FQDR.HDNDRED .  AND.  FORTY-FIFTH 
MEETING.  OF.  THE .  WASHINGTON  STATE 
BOARD  OF  PHARMACY 


September  16  and  17,  1982 


Burien  Police  Department 
14905  6th  Avenue  SW 
Burien  WA 


9:10  a.m. 


Present: 


Board  Members 


Harold  F.  Osboroe_ 
Joseph  J.  Thompson 
David_H_i  .Palmer 


Cars-Hennum 


Chairman  

Vice  Chairman 


Dr.  Arthur  Zolotli 
Donald  H.  Williams 
Joyce  Roper 


Mary-Helen  Hansen 


Assistant  Attorney  General 
Clerk 


Executive  Secretary 


The  Dourd  discur.sed  a  letter. written. by_Assistan.t  Attorney  General  Barbara  Phillips 
t.j  Dr.  Edward  J,.  Hannity  DPficoncerning. statute  RCW  69.41, 120  which  required  all 
written  ^"escriptiOQs_to  contain  two  signature  lines □    Dr.  Zoloth  suggested  that 
the  Board  _i:_evi_ew  iseneric  substitution  prescription  blanks  -  that  this  portion  of 
thfi_law  bo  reviewed  to  allow  doctors  to  add  own  method  of  choice  of  the  drug  to  be 
dispensed.    Mr,  Williams  was  asked  to  ask  the  Medical  Association  for  input  re- 
t'ardin£  the  generic  substitution  lines  for  possible  revision  during  the  present 
legislative-  session,  with  a  copy  of  the  letter  to  the  physicians  that  have  Com- 
plained to  the  Board. 

It  was  moved,  seconded,  and  passed  that  the  following  requests  be  granted: 

—  Lisa  As  Speigelberg*  Bellevue  WA  -  Internship  credit  for  special 
project  with  the  Health  Care  Financing  Administration,  Mike  Kopcho 
fifh,  Supervisor. 

—  Ann  Donnelly,  Anaheim  Hills  CA  -  request  ror  licensure  by  taking 
the  law  exam,  approval -or  experience  as  a  pharmacist. in  Canada* 
Ms.  Donnelly  graduated  from  the  University  of  Wasningtoo_in_ *953 
and  completed  the  written, portion  of  the.Eull  Board  examinations 
and  674  hours  of  Internship,    She  is  licensed  in  California. 


The  Board  determined,  that.patient.  profiles  records  were  a  part  of  the  prescription 
records  uoU.should  be  retained  by  pharmacies  for  five  years.    If  these  are  purged 
from  the  computer_they  should  be  placed  on  microfiche  (RCW  18.64.245).    Board  in- 
ternals to  be  clarified  in  regulation  WAC  360-16-260,  and  the  time  period  i3  to 
be  included.    The  information  should  be  published  in  the  January  Newsletter. 

Chairman  Hennum  requested  that  the  status  of  pharmacy  and  pharmacist  licenses 
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after_the  renewal  dale"  be  made  ah  agenda  item  in  October  ana  in  NovemberJor 
license*  input-    Mrs    Phillipj  has  stated  that  the  grace  period  as  stated  in 
statute  iefers  only  to  the  submission  of.  the  renewal  fee  without  penciUy^.and 
not  to  ;i  grace  period  for- license  expiration.    This.wi.ll_aloo.be_.published  in 
the  January  Newsletter;    The  regulation  should  appear  under  licenses  and  fcrs 
WC  360-18  to  clarify  the  interpretation. 

Viq  Doirl  discussed  hospital  pharmacy  licensing  where  multiple  sites  were  involved, 
Presently,  inpatient  aid  outpatient  pharmacies  must  have  separate  licenses  when 
not  in  the  same  location     It  was  suggested  that  a  roaster  licensefor  a  hospital  _ 
under  the  Director  of  pharmacy  with  a  listing  of  sites  would. enable  the  Board.to 
know  where  all  drugs  were  being  distributed  within  a  hospital     Mr    Karl  Hohen- 
sai  ten  .RPh,  Director  of  Pharmacy  Services  Swedish  HOspi  tal  Medicai.Center,.  Seattle 
MA    discussed  his  satellite  pharmacies  and.  pharmacist_operations  at  his  hospital, 
L>r!  Zoloth  suggested  that  the  Board  request  hospital .pharracists  of  the  state  to 
draft  language- for  Board  review  and  a  formal  regulation  hearing  to  clarify  and 
define  hospital  pharmacy  license3i_It„_was  suggested  that  Board  Inspectors  be 
trained  in  inspecting  hospital  pharmacy  sites. 

■j he  Board  reviewed  newly  published  information  on  Phenylpropanolamine  and  related 
products  that  questions  the  efficacy  and  safety  of  diet  aids     Mr:_0sborne  moved 


that  the  Board -proceed  with  ^regulation  hearing  to.  place  diet  aidsm.prsscription 
only  statu*. — Motion  passed.    DrT  Raymond  Kaglahd,  MenIey-James_LabQr3tories,_ 
"hil.-.delphia  PA,  was  present  for  this  discussion.    Members_asked_for  summary  of 
Wstimony  -  written  and  oral  -  regarding  PPA.    It  was  requested  that  a  draft 
regulation  be  prepared  for  informal  hearing  in  October.    Input  is  requested  from 
the  Kedical-Association:    The  Senate  Social  and  Health  Services  Committee  has  con- 
tacted the  Board  for  any  information  regarding  PPA  containing  diet  aids. 

[)r    Zoloth  suggested_a  meeting  with  the  Medical  Association  to  discuss  mutual 
medical  problems:    Schedule  I  status  for  Quaalude,  triplicate  prescriptions^ 
well  as  Pl'A  diet  aids.    Dr.  Zoloth  shared  a- letter  Trom  Dr.  George  flagaard_MD,__ 
rroiessor  of  fharmacology ,  UW  Medical  School     Dr    Sagaard  is  very_CQncerned  that, 
hypertensive  patients  may  be  adversely  affected  by  taking  PPA  containing  diet  aids 
without  phyjicians1  supervision. 

The  Board  approved  a  revised  statement  containing  .the.  new  time  frames  for  sale  of 
Schedule  V  cough  syrups  as  prepared  by  the  Washington  State  Pharmaceutical  Assoc- 
iation    The  statement  will  be  sent  out_with  all  Schedule  V  register  books. until 
a  hew  printiuK_of  the  books  is  available.    This  is  the  statement  which  is  to  be 
read  t\y  all  purchasers  at  the  time  of  a  Schedule  V  sale. 

Mr.    Wayne  Peterson  lU'h,  Crista  Community  Center,  appeared  .before  the  Board  to 
discuss  stocking  of  legend  drugs  (i.e.,  irrigation  solutions)  as  floor  stock  before 
receipt  of  a  preserver's  order.    Mr:  Osborne  moved  to_allow. Mr^  ^f^f0^3^"^™0.' 
ci3t  to  stock  these  legend  drugs,  pending  review  of  Department  of  Social  and  Healtft 
Services  requirements.    Motion  passed 

^(  Shir  ley  Keck  I  I,  representing  the  Washington  State  Nurses  Association,  was 
jirostmt  and  shared  her  concerns  regarding  nurse  dispensing. 

The  Board  expressed  interest  in  a  joint  health  professional-multi  discipline  commit- 
tee to  explore  and  deal  with  alcohol  and  drug  abuse  in  health  professionals,  during 
October  and  November.    Ms.  Keck  stated  that  the  UN  Association  has  formed  a  committee 
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to  inform  the  Association  members  regarding  addiction  and  the  handling  of  personnel 
K3t  Keck  recommended  an  article  in  the  Apr  il  issue  of  the  American  Journal  of 
Nursing  regarding  drug  use  and  abuse  among  nurses. 


Osbo.ne  and  Mt  Williams  reported  on  th->  budget  hearing  for  the  Board  of  Pharmacy 
that  was  held  in  the  Office  of  Financial  Management  in  Olympia  the  previous  day. 

I ' .  WJs_?iUGSesteil..tlia*  .the..Inyeatigators_m5etinig  in  December.be  held  in  conjunction 
w  ■■>  the  Board  meeting  scheduled  tor  Decenber  9-10__in_01ympia.  Investigators  will 
be  asked  for  input  on  inspections  and  the  inspection  process. 

Boa r»J  members  reported  on  meetings  they  had  attended: 

Kitsap  County  Pharmaceutical  Association  -  Members  Zoloth  and  (to borne 
attended  and  discussed  HN  dispensing,  Schedule  V  cough  syrups  and 
Dr.  fionatto's  report  oh  pharmacist/patierit  communication. 

—  otate  Pharmacy  Association  Long  Range  Planning  Committee  -  DaVid  Palmer 


—  *'rug. Abuse  Conference,  Ellensburg  WA  _-.  Executive_Secretary_  Williams 
participated,  speaking  on    the  Legend  Drug  Act  and  the  Controlled 
Substances  Act. 

Mr  I  Thompson  moved  to  approve  the  August  Board  minutes.    Motion  passed. 

Mr:.  Palmer  discussed  the  role  of.  the  Board  member  as  convenor  in  Ad  Hoc  committees. 
A  i-hairi'vi'S'-ii  and.minute.  Uker_ should  be  . selected  by  committee  members;  and  the 
t_i w;tat)_le.  for.  fi rst„_draft_estdblished.    The  Board  member  should  assist  in  setting 
the  objectives  of  the  committee. 

L'h.!i.»":r;jn  iienriun  recssed  the  Board  meeting  at  3:30  p.m.,  until  the  following  day 
at  'j:00  a.m. 

Friday       September  17,  1932        9 MO  a. mi 


Csairn:jp_  Hennurn  reconvened [the  So  p  t  emb  e  r  Board  ..meeting.. in.  the._Burien_Pg_lice__Departmcnt 
c  .»ferc:;cc  room.    All  Board  members  and  staff  were  present  from  the  previous  day. 

l'U'.'  board  itetornined  that  it  would  place  the  triple  combination  drug  -  t'phedrine, 
PhfjiiylpropCinolanine,  Caffeine  in  legend  drug  status,  since  the  FDA  has  declared 
thiD  combination  to  be  a  hf  w  drug     Ir  addition  to  the  "look  alikes"  containing 
t  n is.  comb  inaticri.  Being  manufactured  and  distributed  to  resemble  legal  controlled 
li'.il'jtance. products,  some  companies.are  attempting,  to  avoid  state  laws  by  placing 

».s_  combination, in_a  form  which  does _not  _  look.  like,  a  controlled  substance: 
Chairman ..Hcnnun  asked,  that  an  emergency  regulation  be  prepared  by  staff  for  the 
October  Board  nee  tint*. 

The  :.\)ciri!  met  in  Cloned  Session  from  9:10  a.m.  to  9:20  a.m.  to  review  and  sipn 
Jiuciplinary  order:;. 
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HIE  _FO0R  -HUNDRED.  AND.  FOftTV-SIXTH 
MEETING.  OH./niE.WASHlNCTON  STATE 
BOARD  OF  PHARMACY 

October  14  and  15,  1982 


Buricn  Police  Department 
(King  County  Precinct  4) 
14905    6th  Avenue  SW 
Burien,  Washington  98166 


Present: 


Board  Members 


I.ars  Hcnnum 
Harold  F.  Osborne. 
Joseph  _. J.  Thompson 
DavidH,  Palmer 
Pr.  Arthur  Zoloth 


Chairman  

Vice  Chairman 


Donald  II.  Williams 
Barbara  Phillips 
Susan  Jensen 
Mary-Heieri  Hansen 


Executive  Secretary 

Assistant  Attorney  General  (Thursday] 

Assistant  Attorney  General  (Fridayl 

Clerk 


The  Board  considered  a  request  fromMr.  Cbia-Yao_Uung» _Qklahoraa__City  OK,  _  _ 
fur  approval  of  his  Clinical_ejiperience_as_in_ternship  credit.    Mr.  Hung  is  a 
graduate  of  the  School  of _Pharmacy  at_Ta_ipei .  Medical,  College,  Taiwan.  He 
wi 1 1_ rec e i ve _ an _M,SX  degree  in  Nuclear '  Pharmacy  from  the  University  of  Ok- 
lahoma in  October  and  will  be  permitted  to  take  the  NABPLEX  examinations  in 
Washington  in  1983     Mr.  Osborne  moved  to  allew-412  hours  credit  for  4r.  Ilung's 
clinical  expericfree.    Motion  passed. 


Dr.  Dalu  Christensen  joined  Board  members  ih^a  discussion  of  proposed  hew  section 

Monitoring  bf-Drug  Therapy  (definitions)^    The  Board  was  concerned  that  the  

board  scope  bF  laboratory  tests  include  but  not  be  limited  to  analysis.of _body 
fluids,  antibiotic  sensitivities, _drug_levels*_etc.__Further  discussion  of  this 
proposed  section  will  be  held  at  the  November  meeting. 

The  Board  reviewed  tne_Schedul e  V  purchases  and  le tter  from  Mr.  Don  Fadden  rc- 
ga id  i  ng  h i  s  med  i  pal  co nd  i tip n ,  and  1  e 1 1 e r  f rora  pharmac i  s t  V i c;ky  Mc Fa r  Lane .  lip  ljidav 
Pharmacy,  Seattle  WA     It  was  felt  that  Mr    Fadden' s  condition  should  be  reviewed 
by  a  physician  and  his  medication  be  by  proscription  only. 

Dr.  Zoloth  moved  to  grant  the  request  of  KehRbbbins  RPh,  Pendleton  OR,  that  his 
pr;ict4ce  of-phafmacy  as  a  pharmacist  licensed  in  Idaho  be  accepted  as  Internship. 
Motion  passed.    Mr.  Robbins  passed  the  NABPLEX  examinations  in  Washington  in  Jan- 
uary 1982. 

Mr.  OsbOrhc  moVcd  to  accept  the  petition  of_William  Mark  Norris_RPh,_Tacpma_WAJ> 
lh.it  his  work  in  pharmaceutical  sales  be_ considered. act_iye_prac$ ice  of  pharmacy. 
Motion. passed.  _Mr*  Morris  has  applied  for  reciprocity  of  his  pharmacist  license 
to  Washington  State. 
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Mr.  .Osborne  moved,  to  approve  the  request  of  Mrs;  Billic  A  Kutzcra  RPh( inactive) 
that  she  he  certified  as  a  Level  A  Pharmacy  Assistant.    No  further  training  Will 
be  required.    Motion  passed. 


Dr.  Zoloth  moved  to  approve  the  Continuing  Education  credits  of  Rodcrick_L_.  .New- 
land  RPh-,  Orofino  ID,  who  has  applied  for  retnstatemeirt  of  hi^  Washington  State 
pharm.ic hrt  jj^ensg.    Motion  passed. 

the  Board  welcomed        Robert  Coc  MD,  Washington  State  Medical  Disciplinary  Board! 
who  is  1 iuison  member  For  the  Board  of  Pharmacy,    Dr.  Cob  was  briefed  on  the  pro- 
posed hew  section  Monitoring  bT  Drug  Therapy. 


The  Board  agreed  to  continue  the  reinstatement  inquiry  of  Dale  M.  Robinson,  phar- 
macist, Indianapolis  IN,  regarding  his  Continuing  Education  requirements,  arid  ask 
.'or  a  record  of  CE  hours  completed. 


ill c  Board  discussed  the  following  proposals  prepared  by  Mrs.  Phillips  at  Board 

request : 

Quaaludc  as  Schedule  I  drug  -  Mr.-Osbomfl-movcd  to  accept  advice  of  counsel 
attd-ask  the  legislature  to  accept  the  proposed  amendment  to  thC"€ontroitgd 
Substances  Act  placirig-Quaaiude  in  Schedule  I.    Motion  passed.    Dr.  Zoloth 
a^ked  that  Parke- Davis  drug  manufacturing  company  be  asked  to  comment  and 
that  the  State  Medical  Association  be  notified. 


Triple    Combination  as  Legend  Drug  (Ephedrihe/Phehylpropahbiaraine^Caffc^ 
AAG  Phi U ips  recommended  no  action  as  Ephedrine  was  how  a  Legend  Drug  (WAC 
360-32-050  and  -055).    The  Board  agreed. 


--  Phenylpropanolamine  (PPA)  as  Legend  Drug  - The  Board  summari.cd  information 
?P.*i.  hearings  to  da te  for  Dr.  Coe.    Attorney  Becty  Bogard,  Seattle  W A,  repre- 
senting the  Proprietary  Association  of  Washington,  D.C.,  and  Dr.  Raymond 
Rig land,  Menley- James  Laboratories,  Philadelphia  PA,  reaffirmed  safety  and 
efficacy  of  the  diet  aid  products  when  taken  as  directed  as  shown  in  tests 
and  studies.    Dr.  Zoloth  requested  that  a  task  Force  be  convened  to  review 
all  accumulated  material  and  make  recommendations  to  the  Board,    the  Board 
is  concerned  With  toxicity- and  the  potential  for  harmful  effect.    Mr.  Os- 
borne moved  to  proceed  With  the  Task  Force. and  asked  for  Board  members  arid 
staff  to  provide  names  of  persons  that  Would  give  a_fair_ah3  equal .represen- 
tation of  interested  parties.    Motion  passed.    The  Task  Force  should  include 
medical  practitioners, The  Proprietary  Association,  an  independent  pharma- 
cist*  a_Board .member*  and_representatives_of_consumer_groups.    The  Board  . 
asked  that  the. report_bo_ready_for_the_January_Board_Beeting,  with  possible 
formal  regulation  hearing  at  the  February  Board  meeting. 


--  WAC  360-18-010  Licensing  -  Mr*  Osborne  moved  to  take  the  proposed  amended 
rule  to  a  regulation  hearing.    Motion  passed >    The  amendment  would  clarify 
that  1 iccriscscxpire  on  the  date  given,  and  the  grace  period  applies  only 
to  the  penalty  fee.    this  will  be  scheduled  for  a  formal  hearing  at  the 
December  Board  meeting  arid  placed  bri  the  November  Board  meeting  agenda  for 
discussion, 

WAC  360-l6-260_Patient_Medication  Record. System. -  Mr.  Osborne  moved  for  a 
December  regulation  hearing.    Motion  passed.    This  proposal  would  amend 
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J 'J  ring  a  J'oyr_year_p_eriod_beginn_ing_  from  the  latter  end  of  the  one 
year,  suspension  served,  pursuant  to  this  Oruer,  or  the  completion 
yf.  any  sentence  of  confinement  arising  out  of  the  violations  set 
forth  above. 

it  is  further  ordered  that  prior -to  the- return  of  his 
license  to  practice  pharmacy;  Janies  Lee  Clancy  BPh,  shall  take,  and 
pass  the  jurisprudence  examination  given  by  the  Board;  and  that. he. 
shall  complete  a  drug  abuse  _prograjD_apprQved__by_  tbe  Boards  and_that 
he  shall  provide  tq_ the_Board_a_closing_repprt_from  the  drug  abuse* 
program_and_a  report  .from  .another  clinical  . psychologist  or  psychia- 
trist trained  in. substance, abuse,  each  of  which  shall  indicate  that 
:n  liis  or  her  opinion  the  return  of  James  Lee  Clancy  to  the  practice 
of  pharmacy  would  neither  endanger  the  public  nor  lead  to  a  recurrence 
jV  'he  events  which  brought  this  matter  before  the  Board. 


The  Board  requested  C hat  the  Assistant  Attorney. General  presenting  these  disci 
:.'Iuiarv  cases,  schedule,  them  closer,  together!    for  example,  9:00  a.m.  and 
JO:00  a.m.,  ur  as  soon  thereafter  as  possible. 

r-r.  Zoloih  shared  a  letter  from  an  attorney,  whose  client  is  scheduled  for  a 
disciplinary  hearing  at  the  November  Board  meeting,  asking  that  the  Board  not 
publicise  the  disciplinary  decision,  that  such  publication  might  jeopardize 
Win  client's  current  employment,    the  pharmacist  in  question  has  voluntarily 
.-surrendered  his  license  to  practice.    The  Board  determined'  that  they  would 
publish  all  arid  any  actions  or  punlshjiiehts  for  the  good  of  the  profession. 

Chief  Inspector  Charles  James  will  attend  the. Computer_Ad_Hoc_Committee  meeting 
so  thaf  Board  inspectors  will  be  aware  of  the  committee's  actions. 


The  board  discussed  possible  members for  the  PPA  Task  Force,    Names  suggested 
WHfe  J>hn  Chase  HD ,  retired  Dean  of  the  UW  Medical  School,  Alan  E  Nourse  MD, 
'Jcorge  Aagaard  HD,  a  representative  of  The  Proprietary  Association,  John  Big- 
el^w,  an  endocrinologist,  a  psychologist,  a  toxicologist,  Bennett  Anderson  ilPh 
an  educator,  and  a  representative  consumer  with  a  weight  problem. 

The  j'ourd  commended  two  publications  as  useful,  resources  for.  pharmacists:  the 
'wo  volume  edition  of  the  OSPDI  and.  the  patient,  information,  booklet  published 
i-y  i'liflRNEX.    It  Was  suggested  that  these  be  mentioned  in  a  future  Newsletter, 

:.!r,  Williams  and. the. Board_reviewed  the  Executive  Secretary  Policies  and  made 
llv.  following  determinations: 

1.  Policy  Statements  -  retain 

2.  Administrative  Responsibility  -  repeal 

3.  Vehicle  Usage  -  retain,  include  overall  vehicle  policy 

4.  Continuing  Education  for  Investigators- -. repeal 

5.  Conflict  of  Interest--  revise.    Dr.  2616th  expressed  concerns 
-about  updating  skills, 

5.    'Witness  Must  be.  Present  -  retain.  __    

7.    Narrative_RepQrt_Required_r. place  on  agenda. for\_Board  meeting 
with  Investigators^  possible  use  of  pass/fail  rating  system, 
fa.    Per  Diem  for  Drug.  Investigators  -  check  with  OFM 
y.    License  Checks  -  combine  with  inspection  process. 
10,    Compensatory  Time  -  retain 
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THE  FOUR  HUNDRED  AND  FORTY-SEVENTH 
MEETING  OF  THE  WASHINGTON  STATE 
BOARD  OF  PHARMACY 

November  18  and  19,  1982 

Rldpath  Hotel  Arcade  Room 
W  515  Sprague  Avenue 
Spokane  WA 


1:05  p.m.       OPEN  MEETING 


Present. : 


Board  Members 


Cars _ Hfcrihura  . 
Harold.  F.  Osborne 
Havid.H.  Palmer. __ 
c'oseph.  J ..Thompson 
nr.  Arthur  Zoloth 


Chairman 
VIce-Chalrman 


Lena Id  H.  Williams 
Barbara  Phillips 
Mary-Helen  Hansen 
Willard  Scott 


Executive  Secretary 
Assistant  Attorney  General 
Clerk 

investigator 


The  Board  discussed  the  status  of  .  the  Phenylpropanolamine  Task  Force.    Dr.  John 
Cha3e_has_agreed_to_serve(. but_not_ to. chair;    Dr.  Aagaard  will. review. the  ihfor- 
fpa.t.ipn  and_then  make _a_decision.  .  .Additional_names  were,  suggested .  Attorney 
hebecca  Bogard,  representing  the  OTC  manufacturers, of  diet_aids, _and  Dr.  Ray- 
mond Hagland,  Menley-James  Labs,  who  were  present  for  the_discussion+  suggested 
that  Albert  C.  Eckian,  M.D. ,  Florida;  be _contacted_to  represent _ their_clients 
on  the  Task  Force,    Dr    Zoloth  will  represent  the  Board     Task  Force  members 
will  hold  an  organizational  meeting  after  reviewing  the  material  with  regard  to 
BCW  69.41 .075  toxicity  and  safety.    Dick  Sherwood,  Director  of  Pharmacy  for 
Sacred  Heart.  Medical  CenterT  Spokane  WA,  reported  oh  recent  PPA  related  emergen- 
cies, in  his  hospital;. ..The. Board  requested  that  the  Following  agencies  or  groups 
be  contacted;,  sheriff ' s.of f ices,  school  districts,  associations  bT  school  coun- 
selors^, and  county, health  districts  around. the  state  for  Information  concerning 
abuse  of  PPA  diet  aids  in  schools  or  with  teenagers. 


The  Board  reviewed  correspondence  from  drug  manuf act urer_Merck_ Sharp  &_ Pobme 
<idvising  that  fiedisolR  Tablets  would  no  longer  be  sold  in  Washington  State. 
The  tablets  were  too  soft  for  imprinting. 

I.-iforrcation  from  Bob  Rogers  of  Upjohn  indicates  that  Upjohn' s  temporary  exemption 
lihurihtihg  dates  are  being  met. 

The  fol lowing  licensee  requests  were  Considered  and  accepted  or  denied  by  motion: 
-..Pander  Crewel t  ^ 

credit  granted  provided  he  document  his  pharmacy  experience  in  England. 
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.Williams  Nsportud.uh  Ui?  ttuot.j iig  with  Uiu.KI  Dispensing  _Cornmittee_gu_1 
>,:;rc  ..i:J  a  xurifciUeo.frovi.  Uiu.Nursoa .'_ Assoc iution  are. gathering  data  tonpernii.c 
;.ut  *    .  ijt?trd  and  availability  of .pharmacy  serviee:i i.in.  the  state.  .Data  rhcu!d  le 
ruuy  for  a  January  10,  1963,  meuiing  in  the  Hoard  oi'  Nursing  officer. 

It" j    !'::  regulations  may  allow  CRM's  with  prescriptive  authority  who  are  re^istere! 

n  [rug  i!;ii'orcerent  AfiniiriisLrutiori  and  the  board  of  f'harrr.acy  to  prescribe 
It.  i.  ulc  ',»  Co  tr  *.  iled  Substances,  'the  lU  board  aid  not  make  t;iEidicatecl  usec-  a 
i'jijuii'vihehi  for  t.he  prescript^:,  document;  The  Board  of  Pharmacy  testified 
o#,ai:.3t  'he  deleting  ol'  this  rejulreinent..  hU'3  felt  it  was  a  standard  of  frood 
practice;  but  siiice.  ottier  j.r«:sCrilers  did. not  iieed  to.put  the_iodicated_use_QO_ 
the  pr  scripCior ,  they  sIicl  vA  be  required  _to.t  Hoard. members  suggested  that 
t.Vj  Kurd  i liursiiw;  circulate  the  new  C-«'  regulations  to  offset  abuser  activity. 


')>?}..  i'hilL       Soj;  goste 1  adept  ion  of  a  proposed  amendment  to  WAC  360-36-010  on  an 
e:r.i<r  <oncy  bjnis  with  reflations  adopted  on  a  permanent  basis  iatei  to  establish 
leeii  for  iicen-ing  CRN's  to  rreacribe  Controlled  Substances. 

1  1  '•  ^° If  tn  moved  to  adopt  T<h\Q  350-35-QK)  sub  {?)  adding  rww  sections  (k)  and  (1)  . . 
a'j  drafted  by  Krai  Phillies,  to  allow  for -  Board -  registration  and  licensing  of  ClifJ'a 
'■il'.'ii  [  r<~scriptiv<"'  authority  u>~  prescribe  schedule  V  Controlled  Substances .  Motion 

WAC  Jou- it-bib;  sub  (2) 

(k)  *1t),ob  for  application  for  Certified  Registered  Nurse  with 
pjvj-riptive  authorization; 

( i )  $10. CO  for  M;«j  annual  renewal  for  Certified  Registered  Nur:;*? 
wi'n  j.r'»  .^  r'lptive  authorisation. 

1  -o      ,r  J    <_«.  ir  k  accessed  at  i  15  p  m,  ur  til  7: CO  p  m    for  a  r  ght  meeting  with 
in-}  CpoKihe  i  f:ari;,aC'7ut.icaL  Association. 

Chairman  K«;i_.L_uri„ reconvened __the  evening  ineeting  at  7:120  p.m.    All  Board  nernbery 
jnU  st,.:;:  were  present.    Chairman  Hennun  asked  for  a  moment  of  silence  for  Pharr.a- 
ciSt  'J'.'U  Katterman  of  Seattle  WA,  past  president  of  WSPA ,  who  died  that  morning. 

:-!r.  Osborne  reported  on  the  new  drug  approval  process  of  theFDA,-due  to  take 
eftect  next  spring.    The  hew  process  should  speed  up  processing  of  applications, 
pi'-jvi  ic  better-  surVe]  Iiehce,  and  permit  approval  and  review  of  foreign  dru/js  origin- 
ally      •■■o.luced  in  a  foreign  Country. 


r-i  vloth  yurcnat a  zetL previous  Board  discussion  concerning  PPA  containing  dirt  aida 
j  !  i'  06  al.ir-LJ  .ijd  the  torn  at  ion  of  the  f  pA  Task  Force  and  a  second  area  oi  con- 
£vr%  hospital  pharmacy  licensing  problems  and  possible  resolution  -  for  the  bene- 
fit if  the  Spokane  pharmacists. 

•fe  *■  l.Uurra  and  Cftairrran  lie:  ih gave  nn  overview  of  the  Sunset  revi  ew  ar-'J  rarr.il  i- 
.itivns  for  the  Board  anu  the  practice  of  pharmacy. 

J!-.!:  [  rescribiiig,  C-V  sales,  and  pharmacist  prescriptive  authority  were  subjects 

reviewed  for  the  aucilehco. 
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THE  FQBR  HONORED  AND  FORTY-EIGHTH 
MEETING  OF.THE.WASHINGTON  STATE 
BOARD  OF  PHARMACY 


WEA  Building  -  319  E.  7th  Avenue 
Olympia,  Washington  98504 

December  9  -10,  1982 


Board  Members: 

taraHennum    Chairman  

Harold  F .  Osborne  Vice-Chairman 

Davirt_H,  Palmer  

Joseph  J .Thompson 
Or,  Arthur  Zoloth 


Stafi" : 


Donald  H.  Williams 
Barbara. Phillips 
Mary-Helen  Hansen __ 
Hoard  Investigators 


Susan  Masters 


Hay  Olson 


Executive  Secretary 

A&G,  Counsel  to  the  Board 

Clerk          

David  Campbell^  Charles ...  Jame3>___Frank  Bracelin,  Willard 
Scott,  Robert  Mille-,  Richard  Morrison,  Hobart  Aahmore 
Intern  Desk 

Executive  Director,  Washington  State  Pharmaceutical  Assn. 


9:30  a.n.  CLOSED  SESSION  Meeting  With  Board  Investigators 
11:00  a.ri).      OPEN  MEETING 


j'ne  Board  Jeni  d  a  request  by  Ms    Sean  Kelleher  RPh  (Wisconsin),  Yakima  WA,  ror 
tranaier  of'  NABFLEX  scores.    Wisconsin  did  not  rorward  her  scores  in  response 
to  -4  request  by  the  Washington  Board,    Ms.  Kelleher  is  prepared  to  take  the  Full 
uuarus  in  January  1983. 

Greg  Hovarider  RPh,  Valley  View  Clinical  Pharmacists;  .Monroe  WA,__presented__a_pro- 
posed  protocol  Tor  the  distribution  of  drugs. by  nurses x_  Mr* _ Ho vander  discussed [___ 
possible  licensing  and  approval  for _ pharmacists, to _ enter  into  a  contractual  agree 
meut  and    run  as  a  satellite  pharmacy  any  kind  of  formal  setting  where  a  Regis- 
tered !Jurse_i3_di3tribu_ting__drug3_.    No  Controlled  Substances  would  be  prepack- 
aged and  stocked.    The  RN  would  be  serving  as  the  pharmacist's  agent.  Places 
o_r  distribution  would  exist  only  where  no  other  pharmacy  services  were  located 
wit -in  ttn  rules  of  that  site.    The  Board  will  review  Mrs  Hovander*3  protocol 
ror  procedures  applicable  to  resolution  or  the  RN  dispensing  issue  now  under 
discussion  with  the  RN  Board. 

Chairman  Heunum  opened  the  Format  Regulation  Hearing  at  1:00  p.m. 


,3.47 

7^ 


344 


WAC  300-40-060  Submission  of  Condoms  for  Testing.  New  Section 
Mr.  Palmer  moved  to  adopts.    Motion  passed. 


WAC  360-40-070  Coi.dom  Testing.      Hew  Section 
Mr.  Osborno  moved  to  adopt.    Motion  passed. 

WAC  360-40-080  Suspension  or  Revocation  of  Prophylactic  Licenses.  New  Section 
Mr.  Osborne  moved  t o  adop K .    Motion  passed. 


tii\<:  360-44-020  Definitions  (Public  Records  Disclosure) 
Mr.  ''HborT.u  moved  to  adopt  as  amended.    Motion  passed. 


WAC  360-44-040  Operations  and  Procedures. 


Mr.  Osborne  moved  to  adopt  as  amended:.    Motion  passed. 


WAC  360-44-090  Copying. 


Mr.  Osborne  moved  hot  to  adopt  the  proposed  amendment.    Motion  passed. 
Attachment  1.    WSR  82-22-087    Hotice  of  Intent  to  Adopt,  filed  11/3/82 
..".tAachnont  2.    WSR  83-01-083    Rules  Adopted,  Hied  12/17/82 
End  of  Regulation  Hearing 


"r.  Williams  reviewed  the  status  61'  Schedule  V. CQUgb  syrup. saie.'i_gince_. the  new 
regulations  were  adopted:    Ph  trmacies  _a_e_seuding  in  the  single  register  .sheets 
rct4Uirea;. .  there. does  seein_to.  be  a  reduction  in  sales  by  many  pharmacies.  Mr. 
HL-j  Olson,  WSPA,  offered  to  supply  monthly  statistics  from  the  sales  of  books  by 
hi_.office.__It_was  .also  suggested  that  new  book3  might  have  10  lines  to  a  page 
iist_ad  of  the. present  20,    The  Board  requested  statistics  on  the  C-V  sales  by 
hLfch  volume  pharmacies, 

Vv Pr  ( ask  Force  -  Mr.  Williams  reported  that  a  packet  or.  information,  has.  been  pre- 
pared for  all  members.    All  information-Is  to  .be  channeled .  through. tbe__Do_rd  

oiTico.    John  Lugelow,  Wayne  Kr.adjan   KPfi;.  and.  Benne_tt_  Anderson.  RPh  have  accepted 
appointment:,  to  tfie  Task  Force.  "Cook  alike"  advertising  received  in  the  Board  office 
[,b  longer  lists  PPA  as  an. ingredient,  Just  ephedrine  and  caffeine  since  the  FDA 
ha 3  outlawed  the  triple  combination. 

u  .^utor  Rorulat  io.  s  Task  Force  -  i-Ir ,  Palmer  reported  that  he  was  pleased  with  the 
progress  of  i.he  committee,  ami  that  they  were  probably  two  to  three  months  away 
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IHE-KOUK -HUNDRED  -  AND.EIFTY-FIRST 
MEETING-OE-.THE . WASHINGTON  STATE 
BOARD  OF  PHARMACY 


March  16  and  17,  1983 

King  County  Precinct  A 
6th  Avenue  SW 
Burien,  Washington 


Board  Members  Present: 

Lara  Hennum,  Chairman 

Harold.  F: .  Osborne,  Vice-chairman 

David  II;  Palner  

Joseph.  J  .Thompson 
Dr.  Arthur  Zoloth 


StalT : 

Donald  H.  Williams,  Executive  Secretary 
Jeffrey  0.  C.  Lane, -Assistant  Attorney  General 
Mary-Helen  Hansen,  Clerk 

OtHers: 

;-Jel  Gaumcr ,  Henley  and  James  Laboratories  

Jef r  Smith A  Washington  State  Medical  Association 
Becky.  Bogard,  Thompson  Medical  Company 
Joan  Cohee 

Herk  DesFones,  Payless  NW 

Karl  Hohengarten,  Swedish  Hospital 

Doug  Meeman,  Group  Health 

Holly  Streeter, -Washington. State  Pharmaceutical _ Association 
Kathy  Moritis,  RM,  Washington  State  Nurses  Association 


The  meeting  was  opened  at  9:20  a.m.  by  Acting  Chairman  Harold  Osborne. 
T .         Board  flembor  Reports 

1.    PPA  Task  Force  -  Dr.  Zoloth 

More  testimony  is  needed4_publlc_hearings  should  be  held,  and  a 
procedure  ror_reviewinB_the_ volume  or  data  developed^   A  chairman 
should_be_selected  before  the  rirst  meeting  to  enable  Task  Force 
members  to  begin  deliberations  at  once.,    A  representative  of  the 
high  school  counselors  group  is  needed     Lobbyist  Becky  Bbgarcf  will 
represent  Thompson  Medical .    Henley  ana  James  Laboratories  will  be 
represented  by  Mel  Gaumer.    Other  members  include:  -Dra.  Chase, 
Aagaard t  Eckiari,  and  Robertson;  Pharmacists  Evelyn  Benson. or. Bennett 
Anderson  and  Wayne  Kraajanj  and. John  BIgelow,  retired  Executive 
Director  oT  the  State  Hospital  Association, 
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Cjpiei.of  a  _i.«w  r«l^rt. regarding  toxicity  were  requested*  Staff 
was  directed  to  formalize  .the  Task  Force  and  set  the  first  meeting, 
iir.  Zoloth  agreed  to  act  as  convenor  and  represent  the  Board. 

tnt  Board  reviewed  a  letter  from  John  Morgan,  MD.,  Medical  Professor 
and  Director  at  the  Pharmacology  Program,  Sophie  DaVis  School,  of 
Biomedical  Education,  City  CoIlegeOf  New  York.    Dr.  Morgan. objected 

to  £n"e  Board  minutes  or  June. 24,  1982*  reporting  his.presentation  

on  "IoukraHkes"  before_tbe  Hoard.  .Dr^-Horgan's-let.ter.wiil  be.made 
available_tQ_the_Task  Force,  ..Dr.  Zoloth  moved  to  move  on  to  another 
topic.  .  Motion  passed.  ..  The.. Tas*  Force  will  be  made  aware  of  the 
hoard's  actions  and  that  the  letter  was  given  full  consideration. 

J.    Continuing  Education  Committee  -  Joe  Thompson  submitted  a  report  of 
'.he  November  9,  1982,  meeting  of  the  CE  Committee  prepared  by  Sharon 
Sullivan  RPh.  Chairman.    rheCbmmittee  recommended  changes  to  the. 
present  system  of  approving  CE  programs,-  asked  for. more,  participation 
by  Poard  members,  and  the  appointment  of  new  hospital  pharmacy  repre- 
sentatives: 


Ihe_Board _  will  proyidq  guidelines ..to  the  Committee  arid  review  the 
membership,  appointing  new  members  as  needed.    Joe  Thompson  and  Don 
Williams  will  review  the  report  and  the  membership.    The  procedures 
for  ib  riay  prior  approval  of  CE  programs  was  suggested  as  a  NEWSLETTER 
item. 

j.    Pbard  Herniations  and  Drug  Recall  -  Art  Zoloth 


Changes  should  .be_made._;t,n_WAe_36_Q-16-J5Q_  to_allow_pharmacists_to_accept 
drugs.i'or  return.  tQ.manufac.turers  during  a_national  recalli.  and  to 
perniit_ULiU3cd_medication3_in  unit  dose  pachages  to  be  returned  to 
pharmacies  for  creuit  where  the  unit  of  use  has  not  gone  out  of  the 
control  of  individuals  either  dispensing  or  administering. 

Dr.  Zoloth  moved  that  iAAG-Larie  prepare  an  emergency  regulation  amend- 
ment to  WAC  360-16-150  for  the  April  Board  meeting  with  permanent 
adoption  to  5e  filed  for  early  hearing;    Motion  passed, 


Heiinum  arrived  at  9 * 55  a.m.  and  assumed  the  Chair* 
4.    Ad  Hoc  Group,  Drug  Diversion  and  Substance  Abuse-  In—Insti^tuttorra 


Dr.  Zoloth  is  convening  a  meeting  of  representatives  from  the  medical 
and  RU  disciplinary  boards,  DEA,  hospital  administration,  arid  the 
State  Hospital  Association,  employee  assistance  programs,  arid  the 
legal  department  of  the  State  Medical  Association  to. discuss. the  prob- 
lem and  to  form  a  committee-Tor  study  and- education  that  wouldpre- 
pare  a.  rornial  set  of  guidelines.  Tor  reportiug_and. referrals.  _It_was__ 
suggested  that  the  WashingtQn..5tate_£baraiac_eutica!  Association  be_con- 
tacted  to  send  a_repre3entative_as__they_ have .begun  an  impaired  .pharma- 
cist_program.  .  Rob  ..Menauli  State  Hospital Association ^ ..will  coordinate 
the  program.    Don  Williams  will  attend  the  March  24,  1983,  meeting. 

The  Board  requested  an  update  on  substance  abuse  for  a  future  meeting. 
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THfc!  FOUR  HUNDRED  AND  FIFTY-SECOND 
MEET  INC  OF  THE  WASHINGTON  3'J'ATE 
BOARD  OF  PHARMACY 

April  20  ana  21 ,  1983 

King.  County _  Precinct  4 

I49Q5..  6th_Avenue_SW  

Burien,  Washington  98168 


Tinard  Members  Present: 


Harold  F...0sborne+  Chairman 
payid_H,  Palmer,. Vice-Chairman 
Joseph  J  ..  .Thompson 
Dr.  Arthur  Zoloth 
Lars  Hennuir. 

Staff: 

Donald  H^  Williams,  Executive  Secretary 
Ear^ara.  Phillipn,  Assistant  Attorney  General 
Mary-Helen  Hansen,  Clerk 


Others:    See  attached  list 

TSio  four  hundred  and  f il  ty-second  meeting  of  the  Washington  S.tate.Board  of 
Pharmacy  was  called  to  order  at  9:05  a.m.  by  Chairman  Harold  F.  Osborne. 
In    opening  remarks  as  newly  elected  Chairman,  Mr.  Osborne  reviewed  the  re- 
cent accomplijhmeiita  of  the  Board  arid  the  goals  and  challenges  it  faces  today, 
including  the  Sunset  review  By  the  Legislative  Budget  Committee. 

9:15  a.m.    Chairman  Osborne  Opened  the  Formal  Regulatory  Hearing: 

Notice  is  hereby  given. in  accordance  with. the  provisions 
of  RCW  34.04.025  that  . the  Washington  State. Board. of 
Pharmacy  intends  to  adopt,  amend,  or  repeal  rules  concerning: 

Adding  New  Section?  WAC  360-12-l50±  360-13-100,  360-16-300, 
adding  New  Chapter  360-33  WAC,  360-33-050;  and  repealing 
360-23-040. 

Notice  MO..W3R  83-06-074  was  filed  wtth  the  code  reviser 
March  2t  1983". 


WAC  360-13-100  Provisions  for  Continuity  of  Drug  Therapy  for  Residents  Was 
considered  by  the  Board. 

The  following  persons  testified  byfore  the  Board: 

—  Fran  MOellrcah, -Manager,  Operations  Program,  Bureau  of  Nursing  Home 
Affairs /DSHS,  QlySpIa  CON 

—  Sandie  Beeman  RPh,  Washington  State  Pharmaceutical  Assiotibri  PRO 
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MAC  jo0-2i-U^0  is  hereby  repealed.    Attachment  06 
End  of  Regulatory  Hearing 


H ,       Phenyl  propanol amine 

Leonard  Albert,  KD , Ph : D . { Pharmacology ) ; . MPH , . rel a ted  hi3_ experience 
und  knowledge  bT. adverse  reactions  to  Phenylpropanolamine,  and  his 
concern  with  thc.OTC  status, of _PPA,_  Dr.  Albert  Tel t  that  PPA  should 
be  a  scheduled  drug. with  controlled  prescribing  such  as  the  laws 
enacted  l  or  amphetamines.    Dr.  Albert  has  agreed  to  serve  on  the  PI  A 
Task  Force. 

III .  PPA  Task  Force 

Task  Force  nominees  are  to  be  contacted  and  a  meeting  date  set.  The 
Board  requested  that,  the  Task  Force. report  by_the_ July  Board  meeting. 
The  Chairman  should  be  selected  before  the  first  meeting.    The  Task 
Force  is  to  be  given  copies  of  the  statute.    Terms  used  in  the  statute 
are  mandatory  on.what  the  Board  shall  consider  and  what  the  determination 
shall  be  based  on.    Efficacy  may  be  considered  but  would  not  be_ enough 
under  the  statute  for  the  Board  to  place  PPA  in  prescription  only. status, 
according  to  Barbara  Phillips,  AAG.    Consumer  representation  is  still 
needed,  and  a  physician  who  has  actually-treated  patients  for  weight 
control  would  be  a  wise  addition  to  the  Task  Force. 

IV.  Pharmacy  Assistants  in. a  Hospital  Pharmacy  While  the  Pharmacist  is  Not 
Freserit  -  Valley  General  Hospital,  Monoe  WA. 

'Steve  EriC4t3on_RPhv  Director  of  Pharmacy,  Carol  Johnson- RPIi,  AlVina. 
Hereto  RNZDirector  of  Nursing  Services,  and  Lane.  Savitch,  HospitaTAd- 
ninist-ator,  explained  hospital  procedures  and  pharmacist  availability 
to  the  pharmacy  site. 

The  Board  determined  that  the  present  supervision  procedure  with  regard 
to  Pharmacy  AssistantS-.at-Vatley  General  Hospital  pharmacy  is  not  in 
violation  bT  WAC  360-52-010. 

Br:  Zoloth  moved  that  the  "C"  Grade  be  removed  and  the  Inspection  continue 
under  JCH  rules.    Motion  passed. 

IC  a  similar  situation  occurs  during  a  hospital  pharmacy  .inspection.,... 
Boar!  Inspectors  are  to  be  asked  to  bring  the  matter  to  the  Board  and 
provide  a  copy  of  the  most  recent  JCH  report  on  the  hospital. 

y.         Substance  Abuse  Meeting  -  Don  Williams 

Hepresentatives  of  the  health  professions  and  hospital  administration 
Were  made  aware  of  the  extent  of  the  problem  and  discussed  ways  to 
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THE  FOUR  HUNDRED  AND  FIFTY -THIRD 
MEETING  OF  THE  WASHINGTON  STATE 
BOARD  OF  PHARMACY 

May  11-12;  1983 

Conference. Ropm__ 
Mason  Clinic  East 
-  120th  NE 
Kirkland  WA 

buard  Members  Present: 

David  Hr  Palmer,  Acting  Chalmah 
JGrp'ph  J .  Thompson 
If.  Arthur  ZoIoUi 
Lars  Hcnnum 


Urald  H    Williams,  .Executive  Secretary 

burbara  PhillipSj  Assistant  Attorney  General,  Cr.-unsel 

Mary -Hoi en  Hansen,  Clerk 

Others;    lice  attached  list 


Thy  i'our  hundred  and  fifty-third. meeting  of  tbe_ yashiogtoh  State  Board _ of _  _ 
Pharmacy  was  called  to  order  at  9:08  a.m.  by  Acting  Chairman  David  K.  Palmer, 


I.       Curriculum  Changes  -  School  of  Pharmacy,  University  of  Washington  - 
Lynn  Drady,  I'h.D.,  Director,  Academic  and  Student  Programs 

The  new  curriculum  allows  for  flexible  choices  of  e:cterhships. 
Diddctic ,  required  courses  are  scheduled  Tor  the  "irst  two  years 
anil  electiVea  are  scheduled  for  the  third  year..  The  basic  philos- 
ophy has  hot  changed.    Board  members  stressed  the  need  for  the 
fol lowing: 


D    A  required  law  class  in  the  spring  term  at  the  end.  of  the 
pharmacy  studies  program  to  present  the  new  laws  and  regu- 
lations enacted  and  to  prepare  students  for  the  Jurisprudence 
Examination. 

2)    More- involvement  by  Board  members  and  staTr  with  students  and 
curriculum,  seminars;  lectures,  etc: 


J)    Importance- of__  the_  behavioral  science  course  tQ_prepare_students 
for. _CQtitact__w;.th  the_public.    Student  develppment_is_weak  in 
this  area,  particularly  with  regard  to  community  pharmacy. 
A  possible  change  in  the  time  this  class  was  offered  in  the 
curriculum  was  suggested. 

**)    better  communications  and  contact  with  curriculum  and  inte:  r»ship 
programs  at  theCoIIegeof  Pharmacy,  Washington  State  University: 


27-436  0-84-23 


i    *    ,  - 
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Washington  State. University  Col  lege  of  Pharmacy  will  be  asked 
£o  make  a.  presentation  on  their  pharmacy  program  at  a  future 
Board  meeting. 

tl       K^r^cv  r,utt,atient  Medication/Proposed  Regulation  -  William  Baluch, 

~uiJi-  Pharmacist.  HarborvieW  Medical  Center,  and  . spokesman  foc_the  Pro- 
fwaaioiidi  Affairs  Council,  The  Waafiingf-oii  State  Society  of  Hospital 
Pharmacists. 

t„,,  proposed  regulation  "would  be  placed  in  chapter  WAC  360-17  Hospital 
pK-u-racv  SUhtiarci5 ,  .ar..1  would  allow  the,  pharmacy  to  maintain  control 
o«'  ^deat  aTiioai  ts  of  prepackaged  medication  for  dispensing  after  hours. 
It  Ti;  modeled  after  the  State  of  Oregon  regulations  on  this  topic, 
ire  proposed  regulation  would  allow  HN  dispensing  in  emergency  rooms 
after  hoars  and  piovlde  a  controlled  system  of  medicine  distribution. 

zoloth  moved  that  Eh*  draft  regulation  be  prepared  for  pgOa^ 
g^^efore  the  board  at  the  July  meeting,    lotion  passed. 

r-e  committee  was  c^pl  rented  on  its  work  It  was  suggested. that. the 
iot,ittee  contact  the  Emergency  Room  Nurses  group  for  an  expression  of 
their  needs,  before  final  draft  was  submitted. 

..1IitJl0  bew,Rtn!  RPh,  imported  that  the  Interprofessional  Affairs  Co^itt-e, 
Wash ™  3  ate  Pharmaceutical  Association,  had  not  addressed  the  prob- 
lem of  Controlled  Substances  and.suggested  that  the  Board  look  at  that 
ar^a  at  the  regulation  hearing,  because  of  the  state        federal  regula- 
tions regarding  Controlled  Substances. 

II P-PA  Task  Force  -  Initial  Meeting  -  Art  Zoloth 

D,     zoloth  reported  on  the  preliminary  meeting  at  Virginia  Mason  Hospital. 

if  &£MM  M    "anizauin  or  the  Ta.  ^an^inro^tiona , 

t  £ It  2.  toe.copsensus  of  the  Tas|  Knee  .eaters 
.!Xpen,«3  were  being  paid  by  tnc  a3  an  expert  witness  in- 

HirT.  Causer  objected  to  this  .'uggestWn  on  behalf  of  Menley  and 
James  Laboratories. 

Aft*r  discussion,  Mr.  Hennun  moved  tf.--t  the  Board  reinforce  its  previous 
^,-^Shlt  Dr.-fckIS  be  a  part  of  the -ftrt-F»r«e.    Motion  p.issea. 

The  first  full  noting  w!U  be  held  on  May  26,  1983,  at  Virginia  M«on 
Hospital,  Seattle,  beginning  at  7:00  p.m. 

^toT tn^i  TZtl^X 
ha-  core  Ph  rLcivJ  reco^end  Dexatrin*  than  any  other  product     3  00 
pharmacists  were  surveyed,  807  responded,  20.8%  recommenced  DexatrimR, 

9.2X  recorded  Dttttet.  -U^FZ^g^^i SL^lSS? 
answer.    TbW 8  out  ofslO'  FbtnMlttS  dtd  not  I  ttOwm.BWWMp,. 

The  Board  Office  has  received  a  number  of  adverse  contents  to  this 
T;V.  sdvertlsenent. 

PPA  is  also  showing  up  on  tho  OWN  report  eccordlng  to  Dr.  Zoloth. 
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APPENDIX  3 

SUBMITTED  FOR  THE  RECORD 
BY 

THE  FOOD  AND  DRUG  ADMINISTRATION 
PUBLIC  HEALTH  SERVICE 
DEPARTMENT  OF  HEALTH  AND  HUMAN  SERVICES 

FOR  THE  HEARING  BEFORE  THE 

SUBCOMMITTEE  ON  HEATH  AND  LONG-TERM  CARE 
SELECT  COMMITTEE  ON  AGING 
HOUSE  OF  REPRESENTATIVES 


JULY  21,  1983 
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The  following  statement  Is  provided  for  the  record  of  the  hearing  of 
the  Subcommittee  on  Health  and  Long-Term  Care,  Select  Committee  on 
Aging,  U.S.  House  of  Representatives,  July  21,  1983.    We  also  presented 
testimony  at  a  joint  hearing  before  the  House  and  Senate  Aging 
Committees  on  June  28;  1983  on  the  more  general  subject  of  the  safe  use 
of  drugs  1n  older  Americans. 

OTC  Drug  Review 

We  were  requested  by  the  Subcommittee  staff  to  discuss  our 
over-the-counter  (OTC)  drug  review  process,  the  drug  ingredient 
phenylpropanalomine  (PPA)  and  our  adverse  drug  reaction  (APR)  reporting 
system.    OTC  drugs  are  an  Important  part  of  health  care  in  the  United 
States  affecting  the  elderly  as  well  as  the  general  population.  These 
drugs  provide  consumers  with  products  for  the  treatment  of  minor 
conditions  without  the  need  for  costly  medical  services.    Because  they 
may  be  used  without  medical  supervision,  it  1s  essential  that  OTC  drugs 
hot  only  be  generally  recognized  as  safe  and  effective,  but  also  that 
they  provide  adequate  directions  for  use  to  permit  consumers  to  realize 
their  benefits  without  significant  risk  of  adverse  side  effects.  In 
1972,  Food  and  Drug  Administration  (FDA)  established  the 
over-the-counter  drag  review  to  assure  that  OTC  products,  then  on  the 
market,  or  introduced  1n  the  future,  meet  these  standards  of  safety  and 
effectiveness. 
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Before  the  establishment  of  the  OTC  drug  review,  there  had  never  been 
an  evaluation  of  the  available  scientific  evidence  to  demonstrate 
safety  and  effectiveness  for  most  OTC  drugs.    Prior  to  passage  of  the 
1962  amendments  to  the  Federal  Food,  Drug,  arid  Cosmetic  Act  which 
established  the  legal  obligation  to  demonstrate  effectiveness,  drugs 
entering  the  marketplace  needed  only  to  be  shown  to  be  safe.  Before 
1962,  most  OTC  products  were  marketed  without  prior  Agency  cle  trance 
because  it  was  assumed  that  OTC  drugs  did  riot  pose  significant  safety 
problems  arid  were,  therefore,  generally  recognised  as  safe.  FDA 
regulated  OTC  drags  mainly  through  court  actions  against  specific 
products  using  the  statutory  prohibitions  against  misbranding  and 
adulteration.    However,  this  approach  was  found  inadequate  to  bring 
about  systematic  application  of  the  effectiveness  provisions  of  the 
1962  amendments  to  the  estimated  300,000  marketed  OTC  products  with 
annual  sales  of  nearly  four  billion  dollars.    In  its  application  of  the 
1962  effectiveness  amendments,  FDA  was  assisted  by  the  National 
Research  Council  of  the  National  Academy  of  Sciences.    Beginning  in 
1966,  the  Council  evaluated  about  4,000  products,  including  512  OTC 
drug  products  that  FDA  had  approved  for  marketing  on  the  basis  of 
safety  only.    About  300  of  these  OTC  products  were  found  to  be 
ineffective  for  one  or  more  of  their  labeled  uses.    FDA  decided  it  was 
time  to  take  a  further  look  at  th?  OTC  marketplace. 
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In  deciding  how  to  conduct  the  OTC  drug  review,  the  Agency  had  two 
choices:    it  could  review  each  of  the  OTC  products  Individually  and,  by 
separate  court  actions,  move  against  each  violative  product,  a  process 
that  would  take  at  least  several  decades  to  complete,  even  1f  the 
market  remained  static  and  new  products  did  not  enter  the  market.  Or  1t 
could  establish  rulemaking  procedures  to  write  monographs  for  each 
therapeutic  class  of  OTC  drugs.    Because  it  was  estimated  that  there 
were  only  about  500  active  drug  Ingredients  contained  In  OTC  drug 
products,  the  Agency  decided  that  rulemaking  by  active  drug  Ingredients 
within  therapeutic  classes  would  be  the  most  cost  effective,  efficient, 
and  equitable  procedure. 

The  review  began  1n  t972  with  all  OTC  drugs  being  classified  into  25 
therapeutic  categories  {e.g.,  antacids,  laxatives),  and  two 
miscellaneous  categories.    The  OTC  drag  review  program  is  a  three-phase 
rulemaking  process  culminating  in  the  establishment  of  standards  for 
the  different  nonprescription  therapeutic  drug  categories.    The  first 
phase  was  accomplished  by  advisory  review  panels,  each  of  which 
included  as  voting  members  a  pharmacist,  a  pharmacologist  or 
tox1colog1st,  phys. clans,  and  other  scientifically  qualified 
individuals,  as  well  as  nonvoting  technical  liaison  members 
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representing  consumer  and  drag  Industry  Interests.    The  panels  Were 
charged  with  reviewing  the  ingredients  In  nonprescription  drug  products 
to  determine  whether  these  ingredients  could  be  generally  recognized  as 
safe  and  effective  for  use  in  self -treatment.    They  were  also  charged 
with  reviewing  claims  and  recommending  aporopriate  labeling,  including 
therapeutic  indications,  dosage  instructions*  and  warnings  about  side 
effects  and  preventing  misuse. 

According  to  the  terms  of  the  review,  the  panels  classified 
ingredients  in  three  categories  as  follows: 

Category  I  -  Generally  recognized  as  safe  arid  effective  for  the 
claimed  therapeutic  indications; 


unacceptable  indications; 

Category  III  -  Insufficient  data  available  to  permit  final 
classifications. 

Based  on  the  information  received,  and  on  the  expertise  of  the 
panelists  and  oh  their  deliberations,  each  panel  prepared  one  or  more 
reports  to  the  Commissioner  containing  its  conclusions  and 


_t  -  Not  generally  recognized      safe  ana  effective  or 
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recommendations.  Including  a  proposed  monograph  which  describes  the 
coitions  under  which  a  drug  1s  considered  safe  and  effective  and 
properly  labeled  for  OTC  use.    Thereafter,  the  Commissioner  then 
publishes  each  report  and  recommended  monograph  In  the  federal. 


as  an  Advance  Notice  of  Proposed  Rulemaking,  and  invites  public 
comment.    Under  FDA's  OTC  procedures,  panel  reports  are  published 
exactly  as  received.    If  a  report  involves  an  issue  of  special 
significance,  FDA's  views  are  expressed  in  the  preamble  to  the  report. 
After  review  of  the  public  comments,  a  tentative  final  monograph-the 
second  phase-(proposed  rule)  is  published  with  opportunity  for  further 
public  comment  and  oral  argument  before  the  Commissioner.  The 
publication  of  final  regulations  In  the  form  of  drug  monographs  is  the 
third  and  last  chase  of  the  review  process. 

The  panel  phase  of  the  OTC  drug  review  extended  over  a  oeriod  of 
almost  10  years,  with  over  300  individuals  participating  1n  this 
unprecedented  project,    ^e  first  panel  meeting  was  held  In  February 
1972,  by  the  panel  convened  to  review  nonprescription  antacid 
ingredients.    The  last  meeting  convened  1n  October  1981,  at  which  time 
the  panel  charged  with  reviewing  ingredients  for  miscellaneous  internal 
use  finished  its  review  of  menstrual  products.    Between  1972  and  1981, 
ah  initial  determination  was  made  of  the  safety  and  effectiveness  of 
ingredients  for  therapeutic  claims  ranging  from  antlf latulehts  to 
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antimicrobial  Si  and  from  hair  restorers  to  pinworm  remedies;  These 
findings  were  based  on  a  review  of  14,000  volumes  of  data  submitted 
largely  by  manufacturers,  bat  also  by  concerned  consumers,  pharmacists, 
and  other  interested  parties.    The  panel's  judgments  were  also  based  on 
their  own  clinical  experience  and  expertise,  on  marketing  experience  of 
ingredients,  and  on  both  controlled  arid  uncontrol led  clinical  trials. 
The  panels  also  relied  on  the  published  literature,  but  Isolated  case 
reports,  random  experience,,  testimonials,  arid- reports  lacking 
sufficient   stalls  to  permit  scientific  evaluation  were  not 
cons*  i'p.Ho. 

' V .        FDA  received  nearly  60  reports  from  the  panels.  These 
reports  and  monographs  summarizing  the  panels1  recommendations  to  the 
Commissioner  of  Food  arid  Drugs  were  published  1ri  the  Federal 
Register. 

Although  the  OTC  review  is        ;  ^sveral  years  away  from  completion 
in  terms  of  final  regulations,  1t  has  already  had  an  Impact  on  the 
public's  attitude  toward  se If -meo .cation  and  on  the  marketplace. 
Publicity  given  the  review  by  the  news  media  has  resulted  1n  a 
heightened  public  awareness  of  nonprescription  drugs  and  their 
usefulness  in  health  care. 
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The  review  has  also  generated  substantial  scientific  research  that 
has  produced  Impressive  amounts  of  new  data  on  nonprescription  drugs. 
Approximately  one  third  of  the  Ingredients  reviewed  by  the  panels  were 
shown  to  be  safe  and  effective  for  their  Intended  uses.  Additional 
data  are  being  developed  on  many  of  the  remaining  Ingredients  1n  an 
effort  to  demonstrate  their  safety  or  effectiveness.  However, 
ingredients  that  cannot  be  shown  to  be  both  safe  and  effective  for 
their  intended  uses  have  oeen,  and  are  continuing  to  be,  dropped  from 
formulations  and  will  eventually  disappear  from  the  marketplace. 

A  few  ingredients  were  found  to  b<?  so  unsafe  by  the  panels  that  they 
were  removed  from  the  market  before  completion  of  the  full  rulemaking 
process.    In  these  special  cases,  the  panels'  recommendations  were 
published  as  the  Agency's  proposals  to  expedite  market  removal .  For 
example,  the  antimicrobial  Ingredient  hexachlorophene  was  removed  from 
the  nonprescription  drug  market  in  1972  because  of  potential  neurologic 
toxicity,    in  1975,  other  antimicrobials,  Including  trlbromsalari  and 
similar  halogen ated  sal  1cylan1l1des  that  were  found  to  be 
photosensitizing  Ingredients,  were  removed  from  the  market;  and,  In 
1977,  zirconium,  widely  used  In  antlpersplrahts,  was  removed  from 
"aerosolized"  drug  and  cosmetic  oroducts  because  of  the  ootentlaJ  for 
particulate  zirconium  to  cause  granuloma  formation  1n  the  lungs. 
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In  June  1979,  the  Agency  Initiated  a  recall  of  all  oral  and  topical 
products  containing  methapyrilerie  from  the  OTC  market  because  a 
National  Cancer  Institute  study  provided  data  Implicating  tn.s 
Ingredient  as  a  potential  human  carcinogen. 

PPA  ( Phenyl propanol amine ) 

We  are  aware  that  the  Subcommittee  1s  especially  interested  in  OTC 
preparations  containing  PPA.    We  would,  therefore,  like  to  provide  you 
with  background  Information  on  this  drug.   

Phenylpropanolamine  1s  available  to  the  public  in  a  number  of 
products.    It  is  available  as  a  prescription  drug,  and  as  OTC 
medication,  in  the  form  of  potent  stimulants,  in  the  form  of 
cough-coid-allergy  preparations  and  appetite  suppressants. 

two  different  advisory  review  panels  have  made  recommendations  to  the 
Agency  with  respect  to  PPA.    The  advisory  review  panel  report  on  OTC 
cold,  cough,  allergy,  bronchodil ator,  and  antiasthmatic  drug  products 
was  published  1n  the  Federal  Register  of  September  9,  1976  (42  FR 
38312).   That  Panel  concluded  that  PPA  and  its  various  salts  were 
generally  recognized  as  safe  and  effective  (Category  I)  for  oral  use  as 
a  nasal  decongestant.   The  panel  recommended  that  the  adult  dose  for 
immediate-release  dosage  forms  be  25  mg  every  4  hours  arid  for 
sustained-rsied -  dosage  forms  was  50  mg  every  8  hours,  rot  to  exceed 
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150  nig  1ri  24  hours  1n  either  case.  The  Panel  recommended  that  the  drag 
be  administered  for  no  longer  than  7  days. 

In  the  Federal  Register  of  October  28,  1977  (42  FR  56756)  the  Agency 
sjbsequently  deleted  from  the  OTC  drug  review  the  provision  for  a 
sustained-release  preparation.    Consistent  with  Agency  policy  (21  CFR 
200.31)  sustained-release  dosage  forms  containing  an  amount  of  active 
ingredient  1n  excess  of  what  is  considered  to  be  generally  recognized 
as  safe  in  a  single-lnwedlate  release  dosage  unit  are  regarded  as  new 
drags  and  require  the  approval  of  a  tie*?  drug  application  before 
marketing. 

The  tentative  final  monograph  (proposed  rulemaking)  for  nasal 
decongestants  is  currently  being  developed  and  Is  close  to  completion. 
The  Agency's  conclusions  regarding  the  use  of  phenyl prcpariol amine  in 
OTC  cough/cold  drug  products  will  be  Initially  presented  In  that 
document. 

The  OTC  Advisory  Review  Panel  on  Miscellaneous  Internal  Drag  Products 
also  reviewed  PPA  for  its  use  in  OTC  weight  control  drug  products.  Its 
conclusions  were  published  in  the  Federal  Register  of  February  26,  i98>> 
(47  FR  8466).    PPA  hydrochloride  was  judged  by  the  Panel  to  be 
generally  recognized  as  safe  and  effective  (Category  I)  as  an  appetite 
suppressant  at  a  dose  of  25  to  50  mg  before  meals  3  times  dally  with  a 
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maximum  of  150  mg  per  day  for  either  Immediate-release  or 
sustained-release  dosage  forms.    The  Panel  also  recommended  that  weight 
control  preparations  be  used  for  no  loncier  than  3  months.    Prior  to  the 
Panel's  report,  PPA  had  been  available  1n  OTC  weight  control  products 
in  an  immediate-release  dose  of  up  to  37.5  mg  and  a  time-release  dose 
of  up  to  75  mg,  with  the  total  daily  dose  not  to  exceed  75  mg  in  either 
case. 

Between  the  time  the  panel's  report  was  forwarded  to  the  Agency 
(March  1979)  and  its  publication  in  the  Federal  Register  (February 
1982),  the  Agency  became  aware  of  several  reports  Indicating  that 
PPA  doses  higher  than  those  currently  on  the  market  (but  within  the 
higher  range  recommended  by  the  panel)  cause  elevation  of  blood 
pressure.    The  preamble  to  the  published  report  highlighted  these  data 
and  also  discussed  other  studies  which  showed  that  current  marketed 
dosages  produced  no  such  effect.    The  preamble  indicated  that  further 
studies  were  needed  to  establish  a  suitable  safe  dose  level  for  PPA. 
The  Agency  concl uded  that  further  studies  appeared  necessary  to 
determine  the  uxtent  to  which  PPA  Induces  hypertension  in  normotensive 
patients  or  aggravates  pre-existing  hyperterislohi  and  whether  PPA 
interacts  with  aspirin  or  other  similarly  acting  drags  at  the  dose 
levels  recommended  by  the  Panel.    The  Agency  concluded  that  uriMl  the 
safety  questions  are  resolved,  PPA  would  not  be  permitted  to  enter  the 
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marketplace  at  dosage  levels  higher  than  those  currently  on  the  market. 
The  Agency  believes  that  this  position  Was  scientifically  justified  by 
the  evidence  available  at  that  time. 

In  response  to  this  controversial  issue,  the  Agency  has  received 
numerous  comments  on  the  Advance  ^tice  of  Proposed  Rulemaking  and  1s 
in  the  process  of  evaluating  them.    In  addition,  the  Agency  is 
continuing  to  monitor  any  and  all  available  data  and  Information  on 
PPA.    Because  of  the  complicated  nature  of  this  Issue,  the  tentative 
final  monograph  for  OTC  weight  control  drug  products  Is  some  time  away 
from  publication.    Resolution  of  the  PPA  Issue  has  also  delayed  final 
processing  of  the  OTC  nasal  decongestant  tentative  final  monograph.  If 
any  new  information  shows  that  any  of  the  existing  uses,  dosage  levels, 
or  dosage  forms  of  PPA  pose  safety  risks,  the  Agency  will  take 
appropriate  regulatory  action. 

Post-Marketing  Surve* 1 1 ance/Adverse  Drug  Reactions 

Reports  of  adverse  drug  experiences  received  by  a  drug  manufacturer 
are  required,  by  law  and  regulation,  to  be  periodically  submitted  to 
the  FOA.    These  requirements,  however,  only  apply  to  drugs  which  are 
the  subject  of  approved  new  drug  applications  {NDAsj.    For  the  most 
part,  these  are  prescription  drug  products. 
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There  Is  no  such  reporting  requirement  for  OTC  drugs  since  most  OTC 
drags  have  not  been  approved  via  the  new  drug  approval  process.  As 
part  of  its  ongoing  program  for  monitoring  the  safety  of  drugs  marketed 
in  the  United  States,  the  FDA  does,  however,  solicit  reports  of  adverse 
drug  experiences  from  consumers,  physicians  and  other  health 
professionals.    These  reports  are  voluntarily  submitted  to  the  FDA,  or 
to  a  drug  manufacturer  who,  if  the  drag  has  an  NBA,  mast  then  submit 
them  to  the  FDA  where  they  are  evaluated  as  a  potent  1*My  emerging- drug- 
safety  problem.    Although  onderrer^  *1ng  is  substantial  with  such 
voluntary  reporting  systems,  the  Information  available  Is  probably  a 
fairly  accurate  Indication  of  trends  of  the  incidence  of  adverse  events 
with  any  given  drug. 

As  stated  above,  the  Agency  1s  continuing  to  monitor  all  available 
data  and  information  on  phenylpropanolamine.    This  includes  adverse 
drug  reaction  reports  and  other  surveillance  activities. 

Before  discussing  these,-  however,  we  would  like  to  comment  beriefly 
on  phenyl propanol amine  drug  use. 

Although  precise  estimates  of  actual  population  exposure  to  PPA  are 
unavailable  because  many  of  these  products  sre  purchased  OTC  and  seldom 
prescribed,  data  from  a  variety  of  sources  such  as  IMS  America  audits, 
Pharmaceutical  Data  Services  and  the  Michigan/Minnesota  Medicaid  system 
suggest  that  the  level  of  exposure  is  consider  ble. 
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The  voluntary  case  reporting  program  continues  to  provide  reason  for 
concern  regarding  the  safe  use  of  PPA  as  ah  OTC  drug.    It  regains 
difficult  to  define  the  extent  and  significance  of  the  problem  although 
there  are  ongoing  efforts  using  FDA  contract  resources  to  address  this 
area.    The  FDA  1s  coordinating  two  studies  which  are  looking  at  the 
risk  of  serious  events  such  as  intracranial  bleeding,  I.e.  stroke,  in 
persons  exposed  to  PPA.    One  study  1s  being  carried  oat  in  the 
Michigan/Minnesota  Medicaid  system;  the  other  1ri  the  Puget  Sound  HMO. 
Results  from  these  studies  should  be  available  in  late  1933. 
The  Agency  1s  also  in  the  process  of  funding  a  study  of  toxicity  of 
PPA  arid  other  stimulants  in  animals,  specifically  a  rat  model.  The 
administrative  details  have  riot  yet  been  completed,  but  should  be  1ri 
the  coming  month,  arid  the  investigator  should  be  able  to  provide  data 
on  the  ability  of  these  agents  to  contribute  to  subarachnoid 
hemorrhage,  the  major  morbid  effect  of  PPA. 

Thus,  we  are  carefully  assessing,  and  will  continue  to  assess,  the 
complex  Issue  of  the  safety  of  this  drug.    Also,  because  of  the 
seriousness  of  the  adverse  reactions  associated  with  the  use  of 
PPA  products,  all  of  the  new  data  being  generated  are  being  reviewed  by 
FDA's  Division  of  Cardio-Renal  Oraq  Products,  whose  staff  Includes 
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specialists  in  the  field  of  cardiovascular  medicine.    In  addition, 
should  the  need  arise,  this  Issue  could  also  be  taken  before  that 
Division's  standing  advisory  committee  on  Cardiovascular-Renal 
Drugs. 

Conclusion 

In  conclusion,  we  remain  committed  to  the  concept  of  providing  safe 
and  effective  medications  OTC.    It  cannot  be  overemphasized  that  OTC 
drugs  are  vital  to  the  health  care  system  in  this  country,  especially 
when  one  considers  the  rapidly  accelerating  costs  of  providing  and 
obtaining  adequate  medical  care. 


27-436  0-84-24 
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Tbe.Honorable  ..George  _C,_  Wortley 
House  of  Representatives 
Washington,  DC  20515 

Dear  Congressman  Wortley: 

At  its  most  recent  meeting  on  June  16,  1^83,  the  Council 
of  the  Medical  Society  of  the  State  of  New  Yb^k -Considered 

the  dangers'  inherent  in  the  unrestricted  sale  of  phehylprb-  

panolanine  hydrochloride  in  Sletpilla  or  liquids,    The  Council, 
recognizing  the  great  potential  for  the  abuse. of  thia_aub_atance, 
adopted  a  resolution  which  called  for  the  making  of .phenylpro- 
panolamine hydrochloride  a  preacription_drug_and_directed  that 
the  New  Ybrk  Cbhgreaaional  Delegation  be  informed  of  this  poaition. 

Pleaae  be  advised4  therefore,  that  the  Medical  Society  of 
^he  State  of  New  York  ..supports}  sll ^  appropriste  Federei  l*g*«- 
lstion.wbicb  VQuld  make  phenyipropsnolsmine  hydrochloride  a 
prescription  drug. 

We  respectfully  request,  furthermore,  bh  Behalf  of  tbe_-»ore 
than  25,000  members  of  the  Medlcsl  Society- of  the_Stste  of. New 
York,  that  you  lend  your  support  to  Federal  I6glsIaElbn_vbich 
would  make  phenyipropsholamlhe  hydrochloride  s  prescription 
drug. 

Thank  you  very  much  for  your  kind  attention  in  this  matter. 


Edward  Siege 1,  M. 
Executive  Vice-Prefeident 


S/H7 
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THE  PROPRIETARY  ASSOCIATION 

1 700 Pennjylvonio Avenue  NW/Wojhtngton  DC  200O6/Ph6ne(202)090  i700 


August  1?,  1983 


William  Halaraandaris 

Majority  Staff  Director 

Subcommittee  on  Health  and  Long-Term  Care 

House  Select  Committee  and  Aging 

715  House  Office  Building,  Annex  1 

Washington,  D:c:  20515 

Dear  Bill: 

—     Pursuant  to  our  telephone  conversation,  please  find  enclosed  a  copy  of 
The  Proprietary  Association's  Statement  for  inclusion  in  the  official  hearing 
record  of  the  Subcommittee's  July  21  hearing  on  'The  Safety  and  Efficacy  of 
OTC  Drugs." 

We  certainly  appreciate  this  opportunity  to  provide  the  Subcommittee 
with  this  Statement  and  hope  that  the  information  will  be  helpful  in  its 
deliberations. 


Enclosure:  Statement  of  The  Proprietary  Association 
ARR/bl 
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THE  PROPNE1ARY  ASSOCIATION 

)700Perm»yM>nio  Avenue,  NW/ Washington  DC  20006/Phone<302)393l700 


Statement  of  The  Proprietary  Association 

Public  Hearing  on  "The  Safety  and  Efficacy  of  OTC  Drugs" 
Before  the  Subcommittee  oh  Health  and  Long-Term  Care 
Select  Committee  on  Aging 
UJS.  House  of  Representatives 
July  21.  1983 


Preface 


the  following  statement  is  submitted  for  inclusion  in  the  official  hearing,  record 
on  behalf  of  the  Proprietary  Association,  a  102-year-old  trade  association,  the 
active  members  of  which  are  engaged  in  the  manufacture  and  distribution  of 
nonprescription  or  over-tho-counter  (OTC)  medicines.   OTC  medicines  are 
intended  for  uae  by.  t_he_ consumer  for  the  treatment  of  minor,  generally  self- 
limiting  ailments,  or .disorders,  such  ns  headache,  acid  indigestion,  colds  symptoms, 
minor  skin  irritations,  and  so  for       They  include  such  products  as  St.  Joseph's 
Aspirin®,  Vieks  Cough  Syrup®,  Nl    _aia_Ski_n_jCre_ajri^,  Turns®,  and  many  others. 
The  Association's,  members  are  subject _to_  the  Federal,  Food,  Drug  and  Cosmetic 
Act  [21  U.S.C.  301r  et  seq.],  administered  J5y  .the.Secretary  of  Health  and 
Human  Services  and  the  Food  and  Drag  Administration. 


I.      Self-Medication  is  Vital  to  the  Nation's  Health  Care  System 

Nonprescription  medicines  are  the  first  line  of  defense  in  the  nation's  total 
health  care_system.   these  products  are  composed  of  ingredients- Whose 
pharmacological  actions  are  generally  well  understood  and  there  is  a  Wide 
margin _of  safety,  in  their  use.   They  are  us*'  by  consumers  for  the  treatment 
of  symptoms  and  illness,  and  injury  without  the  supervision  of  a  health  professional. 
The  Food  and  Drug.AdmMstration's  Cbm^  HUH  Hayes,  Jr.,  M.D., 

has  spoken  of  the  imfK>rtance  of  nonprescription  medicines: 

"Nonprescription  drugs  occupy  an  essentiaij>lace_  in „hej^tii_  care.  __The_ 
abUity  of  Americans  to  select,  buy  and  use  over-the-counter  products  to 
treat  conditions  that  do  not  requirelbe  attention  of  a ..doctor  is,  I ..believe, 
a  cornerstone  of  our  health  care  system  and  of  our  policy  for  consumer 
health  protection. 

Our  job,  both  industry's  and  FDA's,  is  to  see  that  the  cornerstone  remains 
firmly  in  place,  and  that  means  that  the  proprietary  drug  Jndustry.  needs  to 
maintain  its  high  standard  in  the  quality,  manufacture,  and  marketing  of 
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OtC  drugs,  and  that  FDA  needs  to  be  both  vigilant  and  efficient  in 
carrying  put  its  responsibilities  as  the  public  agency  charged  with 
regulating  OTC  drugs."1 

Responsible  JseJfrroedic&tioo  performs,  valuable  and  .even  crucial  functions  for 
individuals,  the  health  care  systero*_aod_lbe_ecoiiGmy,.__For  Jhe_indivi_dualLjt_is  a 
familiar,  inexpensive,  and  convenient  method  of_  treating  coromc  scomforts. 
For  the  health  care  system,  it  provides  a  shield  agaii  st  a  delu  visits_to 
health  professionals  for  minor  disorders.    For  the  naticnal  econ<,       J.  helps 
contain  the  demand  for  primary  care  arid,  in  turn,  the  total  cost  01  formal 
medical  services. 

The  U.S.  Department  of  Commerce  publication  entitled  U.S.  Industrial  Outlook, 
for  example,  underscores  the  significance  ot  OTC  medicines  in  the  nation's 
health  care  scheme,    the  statement,  true  in  1978,  has  even  more  validity  today. 


SelfTmedication  witlLProprjetary  drugs  is  a  significant 
factor  in_the__U.S._  health.  e_are_  scheme.  .Escalating  costs  of 
health  care  create  a  greater  need  ior.low  cost  seLf-medjcation 
than  ever  before*   Seventy-five  percent  of  all  illnesses  and 
injuries  are  initially  treated  through  self-care  and  OTC  _ 
medication.  If  only  a  small  percentage  of  self-treatment 
was  shifted  to  medical  practitioners,  the  patient  load 
would  disrupt  the  U.S.  health  care  system.2  (emphasis 
added). 

Total  retail  sales  of  OTCs  in  1982  were  $6.2  billion.   Thir.  amounts  to  about 
$26.43  per  capita  annually  or  $.07  per  day.   This  compares  to  1982  per  capita 
annual  expenditures  of  $32.78  for  candy  and  gum,  $44.40  for  cosmetics  and 
toiletries,  $68.38  for  prescription  drugs,  $94.69  for  tobacco  and  $123.44  for 
alcohol. 3 


II.     The  OTC  Review 

The  federal  Food  and  Drug  Administration  uurrently  is  reviewing. the  safety,  

effectiveness,  and  labeling  of  Virtually  all  OTC  drags  in  the  OTC  Review.  That 
Review  represents  the  most  thorough,  extensive,  and  exhaustive  scientific  scrutby 
of  OTC  drugs  ever  undertaken  by  a  government  agency  at  any  level  anywhere  in 
the  world. 

It  is  a  mammoth  project   "Molving  a  large  number  of  OTC  manufacturers  and 
many  thousands  of  OtC  .      '  undertaken  at  a  cost  of  many  millions  of  dollars 
to  the  federal  governmei       '  substantial  additional  millions  to  the  OtC  melicihes 
industry. 

Se vente«  n  A.1  visory_  Rc     . ..  i>  r, :  preappointed  lo_  r e view  Jthe  safety^  effec- 
tiveness, a  id  labeling  v   OTC  &;  .  *s.   The  Panels  wer^exjmposed  _o_f_  persons  _in_ 
the  fields  sf  medicine  and  pharmacology  n«  voting  members end  iwo  j^n-voting 
liaison  members  representing  consumers  a ;    :j:duatry.  The  Panels  were  rharged 
with  thp  responsibility  of  recommending  to         the  conditions  under  .  ^ch  OTC 
drugs  falling  within  their  '.Mr view  are  generally  recognized  as  safe  and  effective 
and  hot  misbranded.   Tnose  ranels  compile  and  issue  reports  of  up  to  a  thousand 
pages  in  length,  which  contain  their  recommendations  and  wh*ch  are  published 
for  public  comments  in  an  Advance  Notice  of  Proposed  Rulemaking  (ANPR). 
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Arter  evaluating  the  comments,  FDA  issues  a  formal  proposal,  whie  forth 
the  agency's  nroposcd  action  with  respect  to  t  ie  vanous  ingredients  c.  d  labeling 
claims  discussed  in  it.   The  proposal  is  subject  to  further  comment,  objections, 
and  perhaps  a n  or al  hear  ing.    Later  FDA  _  issu i  es  a  _Fi  nal  jvjonogra ph ,  _whi ch_set_s_  _ 
forth  FDA's .position  on  the  yarious.Lngrjedients .and  .claims.  __ There.  _are_  expected 
to  be  as  many  &s- seventy FinaL  Monographs  when  the  Review  is.  finished^  one  _ 
each  for  the  various  therapeutic  categories  involved  (antacids,,  internal  analgesics, 
etc.).   By  any  measure  the  CTC  Review  is  a  thorough  scientific  program,  and 
one  to  which- FDA  has  devoted  many  thousands  of  man  hours  and  many  millions 
of  dollars.    During  this l  -regulatoi y  review,  the  Association  urges  that  any  information 
or  concerns  about  specific  ingredients  be  directed  to  the  FDA.   The  OTC  Review 
is  the  appropriate  scientific  forum  for  determination  of  the  safety  and  effectiveness 
of  ingredients,  doses,  formulations,  and  labeling  of  OTC  medicines. 

To  help  assure  that  FDA  decisions  are  base.i  on  the  best  available  scientific 
evidence,  the  OTC  medicine  20^,000 1  volumes 

pr  sci_ent_ific___data_._  In  addLtionjL  The  ^Proprietary  _Asso_ciaJiQn_and_ _the_  industry  

have, made  presentations.  to_ several  of  the l  panels.    By.  coopera ting  with  _the_  OTC 
Review.,  the.  industry,  has  demonstrated  considerable  interest  in  assuring  that 
OTCs  be  safe,  effective,  and  properly  labeled  for  use  by  the  consumer. 


III.  The  OTC  Review  Of  Weight  Control  Products 

One  instance  in  whjch  The  Proprietary  Association  submitted  data  to  FDA  in 
connection  with  the  Review  involved  weigM  control  products,  many  of  which 
contain  phenypropanolam  ine,  an  j  ngredient  disced  3d  at  some  length  d  urine  the 
Subcommittee's  July  21,  1983  hearing.   The  FDA's  Advisory  Review  Panel  on 
QTQ  M  Iscejl  aneous  Inter  nal  Drug  Prod  acts  had.  f ojjnd  phenyipropa noja  m  jne  to  be 
both  _sa  f  e_  and  jeff  ecti  ve  in  J3TC.  weight  .control  prody  cts^  OnJ  uly_  26 19  82*  t  he 
Association. submitted.  cojBDienls_(copy  ^ncjost-di  jgceein£  _witb_  that_coneJusion 
and  providing  new  data  confirming  its  safety  and  effectiveness.   On  August  274 
1982  the  Association  submit!  od  reply  comments  (copy  enclosed)  referencing  still 
more  data  affirm  ;ng  the  safety  and/or  effectiveness  of  phenylpropanolamine  and 
responding  to  the  comments  of  those  who  had  raised  questions  about  it.  These 
two  submissions  of  the  Association  constituted  the  most  comprehensive  collection 
of  clinical  data  available  Uh  phenylpropanolamine,  consisting  of  more  than  60 
controlled  clinical  studies  involving  more  than  3,700  patients,  all  demonstrating 
the  safety  and/or  effectivenes  >f  phenylpropnnola mino.    These  data,  together 
w ith  aim ost  50  years  of  safe  Uae  of  phenylpropanolamine  in  this  country,  clear ly 
outweigh  the  handful  of  anecdotal  reports  of  adverse  effects. 

IV.  OTCs  and  the  Elderly 

A  _  1981  survey  by  JLouis  Harris  «nd  Associates  for  the  National  Counsel  _on_t  be  __ 
Aging,  Inc.  found  that  47  percent  of  the  public  18-64  years  of  age  believes  tiat 
poor  health  is  a  very  serious  problem  for  most  people  over  65.   However,  only 
21  percent  of  older  Americans  cited  poor  health  as  3  very  serious. personal  - 
problem.   Harris  concluded  that  "A  gap  between  the  myth  and  reality  of  aging 
continues  to  exist  *  *  .  This  is  particularly  true  with  regard  to  health  care."4 
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Thf  elderly,  ha ve_  about,  t  he  _  >aro e  _p_robjejn s  _in  Ji f e_as  younger  people.  _  D  espit  e 
the.Publjc  view  o_f_a__bed-ridden,  Jiouse-bound  older  American,  the  evident  self- 
per_eeption_^)f  ajnajority  of  the. elderly  is  o/se  of  relative  health  and.  mobility;  _ 
Researchers  tinn  and  tinn  concluded     .  .  age,  by  itself,  is  a  poor  indicator  of 
health  among  the  elderly  .  :  .  .5   &ging.  indeed,  is  often  a  highly  personal 
affair^  a  75-year-old  man  may  be  physiolbgicaUly  younger  than  a  55-year-old 
male.6 

Elderly  individuals  appear  to  use  nonprescription  medicines  much  the  same  as  do 
younger  individuals  --  either  as  a  response  to  the  appearance  of  symptoms  or 
signs  of  illness  or  injury,  or  as  a  means  of monitoring Health  or  preventing  the., 
occurrence  of  symptoms.  ....Available  population's 
use  of  OTCs  is  directly  and  appropriately  related  to  their  symptoms.' 


T_he_ number  _of  different  OTCs_  taken  ijy  the.  elderly  does,  not  appear  to  differ 
from  the  number  used  by.  the  adult  population  as  a  whole..  Both. seniors  and  the 
general  population  use  OTCs  at  approximately  the  same  rate.8  A  series  of 
studies  indicates  that  ihe  average  number  of  these  medicines  taken  by  older 
people  ranges  from  1.5  to  2.0  in  periods  oT  two  days  to  two  weeks,  rising  to 
perhaps  3.5  iri  the  course  of  a  year.9il0, 11,12   The  average  number  of  OTCs 
used  by  the  elderly  does  hot  differ  perceptibly  from  that  reported  for  the  total 
population,  i.e.,  K5  iri  two  days  to  2.0  to  2.2  In  two  weeks.'3   Knapp  and  Knapp 
offered  the  following:    "It  is  often  assumed  that  (OTC)  use  is  high,  since  older 
people  suffer  more  afflictions  than [.younger  perspi^    However,  two  previous 
studies  do  not  confirm .  this;  they  indicate  that .  asm  all  er  proportion  __of  tlS__ 
eld'rjy  reported  using  _nonpresc_rib^_prpducts_  tHan_do_^Ounger_peoplet  _Since_ 
reasonably  _valid  data  indicate,  that  prescribed,  drug  _use_is  three  tiroes  as  high  in 
persons  over  65  as  jn  those  undet  65^  perhaps  Ihe  elderly  treat  their  larger 
number  of  afflictions  with  more  potent  prescribed  drug  products  .  .  . 

IV.  Conclusion 

Aging  is  a  phenomenon  unique  to  each  individual.  The  elderlys*  health  demands 
are  fashioned  by  specific  conditions.  As  a  r^ujt,  the  elb^riy  tend  to  use  OTCs 
in  approximately  the  sa roe  fashion  and  iri  the  same  quantity  as  the  general 
population.  FDA  is  currently  reviewing  tHe  safety,  effectiveness,  and  labeling  of 
all  OTCs  j n  the  OTC  Review.  This  is  the  ..most  cpnipie ite !  scientific  scrutiny .  of . 
OTC  drugs  ever  conducted.  .Scientific  evidence  about .jspecjfic  ingredients  should 
be  submitted  to  tHe  FDA  for  tHeir  deliberation  in  a  scientific  forum. 


uwm  f»  oTKe#iW,  jr. "  -/  ^  

Senior  Vjee_Pr«rident,  Gener  Counsel 
and  Secretary 

DO'K/bl 
8/17/83 


Sincerely, 
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Enclosures: 


PA  Comments  on  FDA  OTC  Drug  Review  Advance  Notice  of  Proposed 
Rulemaking  on  Weight  Control  Products  (July  26,  1982) 

PA  Keply  Comments  on  FDA  OTC  Drug  Review  Advance  Notice  of 
Proposed  Rulemaking  on  Weight  Control  Products  (August  27,  1^82) 
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THE  PRQPNE1ARY  ASSOCIATION 

l700P*vnylvon.oAv*,-:'je  NW /Washington  DC  20006/PNone (202) 390  1700 


July  26,  1982 


Arthur  Hull  Hayes,  Jr - ,  M.D. 
Commissioner  of  FbbS  and  Drug* 
Dockets  Management  Branch  (HVA-305 j 

Rw?  4-62_   

Poo J  and  Drug  Administration 
5600  Fishers  Lane 
RockviUe*  Maryland  73857 

Weight  Control  Drug  Products  for  byer-the-Cpuntcr 
Human  Use;  Establishment  of  s  Monograph^  Advance 
Hptice  of  Proposed  Rulemaking,  i7  Fed.  Reg »  6466 
et  seg.  (Fe&ruary  26,  1982V,  Pbcfeetr-Nb,— &lii-332£ 

Dear  Sir: 

The  February  26  i  1.362  Pederal -Regt^ter  contained  fche  above 

prspossl^  wkich  consists  of  a  Report_and  Proposed  

M->hG'jraph  of  the  Advisory  Panel  on  OTC  Miscellaneous 
internal  Drug  Products,  convened  by  the  Pood  and  Drag 
*droinistration_under  its_dTC  Drag  Review,  Interested 
persons-were  invited  to  submit  written  comments  bv 
26,  1982. 

These  comments  are  t iled_6n  behalf  of  The  1-rbpr 
Association,  a  101-year-old  trade_as8pciatipni_  . J 

members  of  which  are  engaged  in  the  manuiacVure_«. 
distribution  of  nonprescription  or  over-thr-<:oune^ 
medicinal_prp§ucts.__Members  of  the  Association  are 
subject. to  the  Federal  pbpdj  Drug  and .Cosmetic  Act_121 
U.S.C.  301,  et  seg. )  and  are  interested  in  and  affected  by 
this  propbsaTT 

?hese_cprv^ehts  are_not_intended  to  supersede _ahy ^comments 
that  ^ay  be  filed  by  individual  members  of  the  Association, 
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w Hint v  it  u  O 


i. 


t  Status  of  M?r,fi  >:  :» 


^rie  .      jciation  note  its  Con-.inuing  po_~it  Uji>  that 
Monoo     >'is  issued  unler  the  ffcC  Dr.S'Y  Review  ar* 
ii.tr*i-    *civef  as  opposed,  to  .••.b«*.fciu  iff*,;  regulation's.  Kb 
:o_chts  point,  the  Association  h>-<? -S  Incorporates  by 
reference:   (a)  its  commentSi  <?k;tf>d   Uv.oh  4,  1972,  on  the 
^??293*d_Pcocec3ure3_Eor  C?  sssif  icaz  i  xn  of  Ovee-The-Cburiter 
Drags;  and  (b).its  comments,  (3a  tee  Jane  4,  1972,  on  the 
F:^pos*d  Antacid  Monograph. 

2.     Exclusivity  Policy 

The  Association  also  riotesits  conf i^uing .position  tnat 

lacks _ the_statatory_aathority  tc  prescr ibeexclusive 
lists_pf _terms  from  which. indications?  for  use  for  OTCs 
mast  be  drawn  and  to  prohibit  labeling  terminology  which 
is  truthful,  accurate,  not  misleading,  ant'  intelligible  to 
the  consumer. 


The  Pair  Packaging  arid  Labeling  Act  ( 15  U . s.C^_1453 (a) ) 
requires  that  an  item  bear  a  statement  of  identity. 
Ser^;pn_5d21e)  of  the  Food,  Drug  and  Cosmetic  Act  requires 
that  the  label  of  a  drag  bear  the  established  uame_of  the 
drug  and,  if  there  be  none,  the  common  or  usual  name.  As 
applied  to  nonprescription  drugs,  these  requirements  are 
codified  _in_21  C.F.R.  201. 61,  wiiich  cites  both  acts  as  its 
authority  for  requiring  a  "statement  of  identity"  on  f-.he 
principal  display  panel.    Section  508  of  the  Act 
authorizes  the  Secretary  to  establish  official  names  for 
drv.'i  substances. 

None  of  thess  r  atutory  ?r6yisiohs_reveal_ahy 
Congressional  intent _tp_grant_ FDA.the  authority  to 
l*9_islate_the  exact  wording  of  OTC  labeling,  such  as 
indications  for  use,  and  prohibit  truthful  iabeiing__ 
terms,    indeed,  if  manufacturers  use  3orae  of  the  terms 
being  prescribed  by  some  OTC  Review  Panels,  their  labeling 
may  wellbe  in  violation  of  Sec.  502(c)  of  the  Food,  Drug, 
and  cosmetic  Act,  which  requires  that  lahelinforraation  be 
in  sue!   ter.ns  as  to  render  it  likely  to  be  read  and 
understood  by  consume- a  under  ordinary  conditions  of 
purchase  and  use. 

3.  inactive-  Ingredient  Listing 

?He_A3sociation  disagrees  with  the  Panel's  recommendation 
(page  8473,  third  column)  that  inactive  ingredients  be 
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listed  bri  the  label.    First,- the  listing  of  inactive 
ingredient,  would  be  meaningless  to  all.  bat  :_■  hanaful.QE 
consaner^-     Second,  it  may  overstress  the  impociance  of 
such  ingredients  and  obscure  far  more  meaningful 
information,  such  as  directions  for  use ,  .warnings ,  and 
»ven  tue  active  ingredients.    Thirds  it  may  confuse., 
consumers.    Products  which  are  similar  in  their  purpose 
and  even  in  the. number  and  identity  of  active  ingredients 
may  'V  ''£er  widely  in  tlv.  number  and  identity.of .inactive 
ingredients^    It  is  perhaps  for  these  reasons  that. current 
taw_does  not  require.that  inactive  ingredients  be  listed, 
as  FDA  noted  in  paragraph  75  of _ the  Final  Order 
accompanying  the  Antacid  Monograph  [39  F.R.  19862*  19871 
(June  4  ,  1974 j 1  . 

Specific  Comments 


t .    The  Proprietary  Association  supports  the  Advisory 

PanePT'classif ication  of  phenylpropanolamine  

jc^l^ocifje  3s-^nerally  recognized  a3  safe  and 
effective  for  appetite  suppression  and  weight  control. 
The  &350ctat ton's  recommendation  is— based  not  only  on  the 
clinical— evidence  submitted  to  the  Panel  but  also  on-tfre 
even  mor*  extensive  clinical  data  which  has  become 
available  since  the  Panel~~<:ompleted  its  Report. 

The  Association  supports  the  Panel's  recommendations  as  to 
both  the  safety  and  the  effectiveness  of  - 
phenylpropanolamine  hydrochloride  (PPA)  for  weight  control 

The  FDA,  in  its  preamble  to  the  Panel's  monograph*  raised 
specific  safety  questions  with  regard  to  weight  control 
products  and  requested  further  information.    At  the  same 
time  the  agency  stated  that  it  did  not _f ind_it_necessary 
to.take  action  to  remove  from  themarket  products. at 
dosage  levels  which  have  a_marfceting  history  of  ass  in  OTC 
weight  control  drug  products.    The  maximum  dzily  dcsaa^ 
levels  in  these  marketed  products  ar^  an.i^ediate-nelease 
dose  of  up  to  37.5  mg  and  a  timed-release  daily  dos?_of  up 
to  75  mg  phenylpropanolamine ,  with  the  total  daily  dose 
not  co_ exceed  75  mg  in  either  case  [page  8465,  3econd 
column] . 

The  following  comments  §f:ck_to  answer  the  agency's  safety 
questions  by  providing  the  requested  Information,  much  of 
which  relates  to  oroducts  not  before  .this  _P*n<?l  or  was  not 
ay?ilabl§  in  time"  for  consideration  by  the  panel,  which 
concluded  5t:s  work  oh  Mirc^  ?,  1979. 
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-n  ..it?  preamble,  the  agency  has  raised  the  following 
questions: 

a.  -To  what  extent  may  phenylpropanolamine  hydrochloride 
induce  hypertension  in  normotensive  patients  at  the 
recommended  doso  levels? 

b.  T.>  what  extent  iaay  phehylpropanpiamine_hydrochlbcide 
aggravate  pre-existing  hypertension  at  the  recommended 
dose  levels? 

c.  To  what  extent  nay  phenylpropanolamine  hydrochloride 
interact  with  aspirin  and  other  medications -that  inhibi: 
prostaglandin  synthesis  at  the  recommended  dose  levels? 

These  questions  are  addres'.ed  below. 


J •  To  what  extent  may  phek         :  inolamine  hydrochloride 

i^^^e.liypertensipn.  in  ..nor  :  <re  patients  a  t  the 
recommended  dose  levels? 

(I)  The  Panel  ha3 -s^bstanv  f ...  ;„•  _nij_l  evidence  that  PPft 

does  not  induce  hypertensToi    _n  normotensive  ?at;e5Sjr 

The -data  submitted  to  the  Panel _on_|af ety_yas  mu:e  than 
sufficient,  by  any  standard.    At  least  eight 
well-contrpHed  clinical  studies  wera  submitted  to  the 
?anel,.each  of.  which  substantiated  the  safety  bffPA  asan 
anorexiant.    These  numerous  supportive  studies  far  exceed 
the  usual  requirement  of  two  well-controlled  clinical 
studies..    These  studies  are_further  buttressed  by  safe 
consumer  use  for  almost  half  a  century. 

Exhibit  l  cpntains_brief .abstracts  of  eight  of  the  safety 
and  efficacy  studies  made  available  to  the  Pane:. 

( 2 J  The  safety  reports  ref  erred  to  in  the_prearjbte ,  which  , 
were  made- xr/aiiabie_  after  the  panel 1  si  report  "5£s 
submitted,  should  not  alter  this  conclusion^ 

Nine  reports  were  cited  in  the  preamble  as_having  been 
made  available  after  the  .Panel's  report  was  submitted: 
Two.of  these  re-confirmed  the  results  of  the  studies 
considered  by .the  Panel  that  PPA  does  not  induce 
hypertension  in  normotensive  patients.    These  two_positive 
reports  are  hhe_study.bg. s; iyeraan;  et .at;  [Ref.  7]  and 
the_studies_of  50  mg  immediate  sna  custiTr.ed  release 
dosages  by  Cuthbert,  Greehberg,  and  Morley  [Ref.  CJ. 
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Of  th*  remaining  seven  repot  ts .  ctte^^a  vft.i_pceamb^  six 
incited  isolated  cases  of  individual  adverse  reactions, 
these  were  the  case  reports  of  Horowitz,  ffAJU.-jtlM 
portion  of  Ref.  2  relating  to  tiie  one  17-year-old  wonanli 

prew-tn,  Leonello,  arid  Frewin  [Ref. 34?  King  t8|f,_41i  

Peterson  and  Vasquez  LRef.  5];  Lee,  Beilin,  and  vandoagen 
[tlV.SU  and  Deitz  [Ref.  In  none  ot  these  cases  was 

there  any  possibility  of  vnr  if  teat  ion_of_t_he  actaal  dose 
of  phenylpropanolamine  tsttolf  since  the  dose  was  -C«9?^ 
b  -  *'ie  oa^ant  and  not  taken  under  controlled  conditions, 
in  it  least  two  of  the. cases  overdoses  were  stated  to  have 
bp»n  t.iken  'Ref.  2.  relating  to  the  17-yeacrOld-vpman • 
Ref    4].     in  five  of  the  seven  cases,  *Trinolets,  an_85 
iin  aiorexiant  marketed  only  in  Australia,  was  used.  In 
onl/  >-wb  of  the  seven  cases  was  there_any_C^llc^up  to 
d-tecmine  whether  the  symptoms  reported  wecs.cepeatejL 
ander  the  same  or  different  circumstances.    Six  of  the 
cases  were  simply  anecdotal_in_nature.    Clearly,  in/  arug, 
Otc'or  prescription,  has _ the  capacity  wg_cauae__ 
tJoosynccatic  reactions  iri  a  Small  number  of  individual 
patients. 

Only  two  of  the  3even  adverse  reports  cite-^ _  in.the  

nreamble  were  purportedly  of  controlled  clinical.studies. 
both  conducted  by  Horowitz^ _et_a4._ L^efs .  1  arid  2].  To 
the  first  of  these  the  agency  atttibutea_*the_rnqst_ 
striking  new  finding*  regarding  elevation  of  blso^  i 
pressure  Ipage  8*66*  second  column].    However,  both  of 
these  studies  a \rsppropriate_tq  the  agency's  safety 
evaluation  of  the  recommended  dose  inthe  united_scates 
because  the  adverse  reactions  reported  by  pr  Horowotz 
we*e  the  result  of  testing  the  85_mg  AUstr?Xian  product 
•,TrLmol»ts.w    This  product  was  iabeleda?  t imed-release, 
but  it  is  open  to  question  whether  it  did  in  f^ct  contain 
a  timed-release  mechanism.    H*  I.  Silverman,  wnose  ^tudy 
was  cited  iri  the-preamble  [Ref.  7],  received  /md  analyzed 
a  small  number  of  "Ttimolets.V   fcsbe  has.since .reported 
to  FDJ\ ,  Silverman  found  that  the  PP*  in  the  prcduct  was 
immediately  soluble  in.water  and  was  not  in  a  sustained 
release  form.     (See  Exhibit  2,  p.  2.) 

Silverman^  analysis  indicates  t;;5i  9*2* iraolets, •  vhich  had 
be^ri  used  tn  most  of  the  instances  of_ reported  adverse 
bloo'l  pressure  effects,  mtvers  <  in  a  bolus  dose 
approximately  two-ariJ-a-half  tin i  3  the  maximum  j>e?mitted 
immediate  release  dose  ;37.5  mg).    The  reported  adverse 
reacv.io:is  therefore  wer«  due  to  overdose. 
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(3)    Finally/  there  4a  now  overwhelming 
addi t  iona  1  _evidence~grom_cgnt rol led  clini-ral  studies  that. 
PPA  does  not  caase  hypertension  in  normotensive  _patient§T 

Additional  studies,  six  published  and  41  unpublished, 
which  were  not  submitted  to  the  Panel  or  referred  to  in 
the  preamble,  support  this  conclusion.    More  than  3200 
patients  were  included  in  these  studies,  which  were  not 
submitted  to  the  Panel  because  they  became  available  after 
the  Panel  completed, its  work  or  were i  conducted  onPPA  used 
as  a  nrjil  decongestant.    However,,  the  dosage  levei3  of 
PPA  in  the  nasal  decongestant  studies  were  comparable  to 
the  dosage  levels  b?PPA  in  weight  control  products.  The 
published  studies  include  the  following: 

W.  2.  Barrett,        a4. ,  reporting  in  Current  The^apeut ic 
Research  30  :  645^55? ,  November  1981,,  on  a_bioavailabil\ty_ 
st'jdy  including  i ^  volunteers*  found  no  adverse  effects  on 
vital  signs,  blood  pressure,  or  ECG,  after  giving  75mg 
sustained  action  and  25  mg  immediate  release  dosage  for.as 
of  PPA. 

Silver.itari,  et  alA,  reporting  in  Current  Therapeutic 
Research  28:   i8?-94,  August  1980 ,  found  nonsignificant 
changes  Ln  either  blood  pressure_p_r  pulst  values  after 
oral  administraEion-of  25  mg  phenylpropanolamine  (od), 
with  arid  without  caffeine,  in  37  volunteers. 


Nobt«,  wrtting  in  Lancet,  June  13}  ^32,  described 
three  large  studies  conducted  in  the  past-  two  years  on 
more  than  400  obese  patients.     (See         .-l.t  3.j    Dr  .  Noble 
wrote; 

"Data  were  gathered  on  a  twel'V  -week, 
double-blind,  placebo  control  v  d  study  of  50 
mg  PPA  three  times  daily...;  a  coubla-blind 
placebo  controlled  study  of  50  PPA 
combined  with  200  mg  caffei^*  in 
con  trolled- re  tease  formj  at  *  a_  single-blind 
trial  o?.  75  ng  PPA  in  controitsa>relea3e 
form. 


•All  three  dosages  caused  no  significant  

increase  in  blood  pressure  in  more  than  400 
patients.    2  patients  experienced  noteworthy 
r is^s  in _ bipod  pressureaf tec _  treatment with 
75  mg  PPA *  but  the3e  increases  were  fait  not 
to  be  drag  related. 
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mean  pooled  systolic  and  diastolic 
bio..>:  pressure  in  ths  5Qmgx3  PPA/placebo 
st'idy  ace  shown  in  the  figure. 

•our  rafales  conf trmthat  PPA  does  not  cause 
a  significant  increase  in  blood  pressure 
ev»n  when  the  amount  invested  { 15Qing/da/) 
is  substantially  higher  than  the  75  mg 
Jose.    There  was,  on  the  contrary,  a 
reduction  in  blood  pressure  as  the  studies 
progre33ed 

j  H    Black,  writing  on  "The  control  of  allergic^ 
rnanifestations:    By. phenylpropanolamine  (propadrine) 
hydrochloride'  in  Lancet  54:  101-1Q2,  1937,  reported 
no  blood_^res3ure  changes  or  insomnia  in  41 
nornnt»nslve  patients  given  43  mg  do»ss  of 
pheriylbrop?snolamtne  as  frequently  a*  every  three 
hours/  None  of  five  patients  V,:".  £r    -Wed  334  mg 
within.two  day3_shbwed  greater  Szxrt  ^e^-re. change3 
than  10  mmng  systolic,        one  hy^tSwSive  pattent, 
a  24  mg  dose  was  assoc'  >'      v:th   i_K>crease  in 
3ystolic_blood  pressur  ^  17*  to  lbO  /imHg,  with 

no  change  in  diastolic  >are. 

w  E    Sover,  ropbrtLng  on  "ihe  clinical_U3e  of 
PhPnylo^panoikine  hydrochloride  (propadrinel  in  the 
tr^a'mant  of  allergic  conditions"  in  3^  Allergy  9t  _ 
509-513;  1939;  stated  that  he  administered  4*  mg  doses  of 
phenylorooanolamine  every  two  hours  for  five  days  or  more 
with  no  effects  on  blood  pressure. 

r  k    Kit-hell,  writing  on  "Possible  cardiovascular  effect 
of ^heDyloropanolamine  and  belladonna  aiKalQids"  In  «££= 
Res':  10:  47-53,  1968,  reported  no  pressor  ^fectc,  after 
giving  50  tag  doses  of  phenylpropanolamine  twice  daily  in 
3*  nornoterisive  subjects. 

The  as-yet-unpublished  studies  which  a™0""**?  ?™ 
does  hot  induce  hypertension  in  normotensive  patients  are 
as  follows: 

In  an  eight  week,  double-blind,  randomised  study  conducted, 
by  Rudolph  Noble,  W.D.,  Ph.D.,  in  San  P^ncUco,  ^,  60 
patients  were  divided  into  two  groups,  ^irt^patients 
were  given  7  5  mg  of  phenylpropanolamine  ana  *0°  a 
caffeine,  timed-release  tod^and  thirtypatients  were 
given  75  mg  diethylpropion ,  tt&«d-rele_ase. ...  There  was  no 
lignlHcant  difference  in  weight  loss  between  the  groups. 
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:io  significant  changes  tn  either  blood  pressure  or  pulse 
les^irements  were  indicated  during  the  test  periods  in 
c  on  pa r ison  with  the  baseline  measurements. 


Marianne  Sebok ,  _M*D_: ,  S;.aff  Physician  at  JFK  Memorial 
Hospital,  Philadelphia,  PA,  conducted  a  six-week, 
1o'jb:?-blin'l  clinical  study  06  79  patients  who  weca  given 
either  a_ sustained  release  capsule  containing  59  mg_. 
phenylpropanolamine  andmaltivitamins  or  placebo.  Th* 
study  demonstrated  statistically  significant  weight  loss 
for  the  active  medication  group  at  all  measurement 
intervals.    No  clinically  significant  deviations  were 
io:sl  in  blood  pc essure _{ systolic,  diastolic)  and  pulse 
and  there  were  no  significant  side  effects. 

Stanley  L.  Altschuler  ,  Medtsal  College  of  -  - 

^ennsytvaria,  conducted  a  double-blind,  5-week  clinical 

study  of  ?^  patients  who  were  given _either_f our  

phenylpropanolamine  drops  (25  ng )  or  placebo'drops  (tid). 
This  study  demonstrated  statistically  significant  weight 
toss  at  week  5  for  the  phenylpropanolamine  compared  to 
placebo  at  the  .04  level  of  confidence.    No  clinically 
significant  deviations  in  blood  pressure  (systolic, -- 
diastolic)  and  pulse  were  noted,  nor  were  any  significant 
side  effects  reported. 

Hoebel,.  Krosntck ,  _et  a_l. ,  .Department  of  Psychology, 
Princeton  University,  conducted  a  double-blind,  crossover 
study  in  which  6  patients  took  a  sustained  release  75  mg 
phenylpropanolamine  dose  twice  daily  or  placebo.capsales . 
Experimental  and  placebo  groups  were  reversed  after  two 
weeKs  so  that  the  patients  3erved  as  their  own  control. 
Body  weight,  pulse,  blood  pressure  and  fasti  lg  blood 
glucose  levels  were  recorded  three  times .weekly.  There 
was  no  sigMf icant  change  iti  either  blood  pr.-essure  or 

pulse  rate  during  the  4-weofc  study  in  which  the  

pre-diabetic.  pat  ients  .  received_fcwice  the  de;ily  recommended 
dose  of*  phenylpropanolamine.-  The  patients'  signs  were 
monitored  in  12  separate  office  visits  durr.ng  the  period 
of  the  clinical  evaluation. 

In  a  bioequivalence  study  at  the  Massachusetts  College  of 
Pharmacy  and  Allied  Health  Sciences,  75  mg 
phenylpropanolamine  (od,  SR)  was  compared  to  25  mg  (tid, 
IK)  tn  18  volunteers.    No  significant  blood  pressure 
effects  were  reported. 

In  a  study  of  125  male  and  female.pat ients  by_Xlvia  p. 
wenger,  H.D.,  tablets  containing  50  mg  PPA  jSR],  25  mg 
pyr i lamine  maleate,  and  25  mg  oheniramine  maleate  were 
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compared  with  placebo  Cor  effectiveness  as  a. nasal 
decongestant.    Eighty  patients,  including  all  the  pla^.oo 
patients,  were  doable  blinded.    Blood  pressure  evaluations 
were_tak*n  at  two  and  four  hours  after  dosage,  overall, 
there  was  no  major  change  in  blood  pressure  at  the  95% 
1-vel  of  confidence,    The.maipr  side  effect  reported  was 
drowsiness,  with  56%  of  the_PPA.  patients_tepor t ing  at 
least  some  drowsiness  and  38%  of  the  placebo  patients. 
(OTC  Volume  040-151) 

The  following  inf ormat ion . was  provided  to  the  Association 
by  a  member  company.     It  is  our  understanding  that  the. 
company  is  submitting  this  information  to  FDA  in  greater 
detail. 

Be-ween  1971  and  1975,  blood  pressure  determinat ions  were 
recorded  in  seven  studies  of  healthy  adult  volunteers  to 
evaluate  the  bio-availability  of  PPA  from  various 
formulations.    Generally,  the  studies  were  conducted_as 
crossover  trials  comparing  sustained-release  (SR)  and 
immediate-release  (IR)  formulations  administered  as  single 
d.;ses.    A  total  of  76  volunteers  were  included  in  the 

studies,  and  they  were  administered  211  test  doses_of  

PPA.  Blood  pressure  and  pulse  rate  were  determined  before 
and  on  several  occasions  after  administration  of  each  test 
dose.     The  following  test  d03es  were  administered: 

150  mg  IR  dpses_were  administered  to  35  volunteers_on 
a  single  occasion  during_three_studies(|2#3,41  (12 
received  150  mg  as  a  single,  dose. and  23  received  150 
mg  in  divided  doses  over  8  hours); 

150  mg  SR  doses  were  administered  to  48  volunteers  on 
60  occasions  during  foar  studies  (12,3*4,5); 

100  mg  IR  doses  were  administered  to  four  volunteers 
on  a  single  occasion  during  one  study  (14); 

75  mg_IR  doses  were  administered  to_48  volunteers  on 
60  occasions  during  four  studies  (11,2,4,5); 

75  mg  SR  dodes  were  administered  to  12  volunteers  on  a 
single  occasion  during  one  study  ( *1 ) ; 

5U  mg  IR  doses  were. administered  to  12  volunteers  on  a 
single  occasion  during  one  study  (#3); 

36  mg  IR  doses  were  administered  to  12  volunteers  on 
24  occasions  during  one  study  ( *7 ) • 
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Unicaily  significant  increases  in  blood  pressure  were 
detected  only  following  administration  of  150  mg  immediate 
rf Lease  PVA,  and  only  in  five  out  of  the  35  test  doses. 
£  'en_in_the  _f  ive  cases  th»  increases  were  transient. and 
vlood  pressure  returned,  to  baseline  levels  during  the 
>-?servaeion  periods  without  medical  intervention.  The 
^j^eases  also  amounted  to  only  10  to  30  mmHg,  with  the 
\axi.Ttum  reading  of  100  mmHg  diastolic. 

vsn  investigators  submitted  reports  on  a  total  of  337 

l^s  arid  51  children  (age  12_or  under j  taking  sustained 
"elease  cough/cold  capsules  containing  50  mg  PPS, .4  mg 
cb^nr^hentr amine  nateate  (CPU);  and  0.25  mg  belladonna 
llfiiloids.     Side  effects  were  reported  in  24  (7  percent) 
*  ■    * '"Ul- .  patients,  including  drowsiness  (11  patients  ) , 
IV  .r.  :r.y  retention  (1  patient),  and  nausea  (i  patient); 

r:  were  no  reports  of  elevated  blbbJ  pressure.     No  side 
./ere  reported  anong  the  children  treated. 


T./o  h  indred  fi  f*y  patients  were  given  the  saitie  50  m^ 
nt-)dacc;     Sid*  effecEs  were  reported  by  54  of  these' 
patients.     There  «*ere  ho  reports  of  elevated  blood 
-assure. 

^  j  ."andred  fifty-six  patients  were  given  the  50  mg 
p  :tvducfc  .     Side  effer'.s  reported  were:  dry  mouth  ( 1 ) ; 

^ li^'b^_{  1  i;  _  and_  drowsiness  {2} . _  Medicat ion  was  not 
oir' continued  in  any  cf  these  patients  because  of.  side 
effects.     There  were  no  reports  b£  elevated  blbbd  pressure. 


Twenty  patients  were  given  the. 50  mg  product.    Side.  . 
effects  included:  drowsiness  (1)?  increased  eye  itching 
and  congestion  (lj;  "burnt  taste  in  stomach"  U); 
nosebleed  ri).     Medication  was  not  discontinued  in  any  of 
these _ pat  Lent ? .     "here  were  no  reports  of  elevated  blood 
pressure . 

In  a  comparative  scudy  of  this  product  and  a .product  

cpntainin-  APAP  195_wg_,  pyrilamihe  maleate  25  mg7  caffeine 
15  mg,  ephedrine  sulfate  8  mg,  and  phenylpropanolamine 
hydrochloride  25  mg,  25  patients  took  the  50  mg  PPA 
product  and  2?  .  cook  the  25  mg  PPA  product.     Side  effects 
were  noted.    There  were  no  reports  of  elevated  blood 
pressure ; 

One  hundred  eighty-eight  patients  were. given 
twice  daily. sustained  release  cough/cold  capsules- 
containing  50  mg  PPAA  4_mg_CPM/  and  0.25  mg  belladonna 
alkaloids.     Side  effects  were  pbserved_in_i3_of_the 
patients  studied.     Dryness  of  mouth  -  a  reaction  to  the 


384 


belladonnas  -  was  reported  by  f iye_patient|.  pPset 
stomach  occurred  in  a  patient  being  treated  for  ulcer 

symptoms.    Two  patients  reported  ■ jittetiness  and   

■irritability  and  had  the  drug  discontinued.    One  case  of 
urinary  retention  developed  in.  an  elderly  male  (age  72). 
There  were  no  reports  of  elevated  blood  pressure. 

tri  another  study,  111  patients  were  given  the  same  50  mg 
product  twice  daily.    Dry  mouth  was  noted_in_two  o£  the 
patient No  other  adverse  effects  were  noted. 

Etqhtv    at  i.env :  were  given  the  same  product  twice  daily 
for  a   )  ;f  two  to  six  days.    Side  effects,  noted  were: 

dcowsii;       ( VOj  i  dry  mouth  (4);  urinary^ retention  (1);  and 
nausea    1 N      T^ere  were  no  reports  of  elevated  blood 
pressure .. 

Eighty-four  patierits_w«re  given  the  same  product  twice 
daily  for  one  to  U  days.  There  was  one  report  of  dry 
mouth  and  rib  reports  of  elevated  blood  pressure. 

Thirty-six  pat ients_took  the  same  product.    No  side 
effects  were  reported. 

Eighty-eight_patients  were  given -the  same  product  twice 
daily.    There  were  no  adverse  effects  noted. 

Fifteen  normal  volunteers  received  the  surae  product  for  a 
period  of  six  months.    Pre-drug  data  were  collected  two 
weeks  prior  to  dosing  and  one  week  prior  to  dosing. 
Dosage  was  one  capsule  twice. daily ,_ _Two_ volunteers  did 
not  complete  the  study,  foc  non-medical.reason^  ..  There^ 
was  no  control  group.    Results  of  this  study  showed  that 
th**  product  was  safe  for  long-term  use.    Side  effects 
noted  were:  blurring  of  vision  (1)  and  abnormal  SOOT, 
probably  due  Lb  low-grade  hepatitis  ( 1 )  .  _  Diastolic__blood 
pressure  averages  remained  uniform  throughout  the  study.. 
Systolic  blDO-3  pressure  averages  showed  a  slight^  increase 

(It  Weeks  12,  13  and  20),  though  the  mean_systolic  

pressure  was  125.5  mmHg.    At  Week  23,  mean  blood  pressure 
was  120.5/75  mmHg.    Pulse  rate  dropped  early  in  thestudy* 
although  this  decrease  did  not  coincide  with  the  systolic 
blood  oressure  change.    It  was  felt  that  all  of  the 
changes  seen  could  be  related  to  the  .volunteers 
activities  during  different  phases  of  the  study. 

_I_n_a  three-year  study  evaluating  the  same  50  mg  product 
versus  placebo,,  450  patients  participated.    Of  £he_ 
patients  taking  the  medication,  11. 5  percent  developed 
possible  side  effects,    of:  the  patients  taking  placebo, 
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8  , 2_peccenb  experienced  oos3  ible  adverse  effects.  There 
were,  however,  no  reports  of  elevated  blood  pressure. 

A  double-blind  study  of  178  patients  with  symptoms  of 
acute  cocyza_was_under taken_cq»npar ing  the  effects  of  a 
product  containing  phenylpropanolamine  HC1  73  mg  and_ 
chlorpheniramine  maleate  3  mj,  in  a  sustained-release^ 
capsule;  a  sustained  release  product  containing  PPA  50  mg, 
C?M  4  mg,  and  belladonna .alkaloids  0.25  mg;  and  placebo. 
Adverse  reactions,  were  reported  by  10  percent  of  the  . 
patients  taking  the  75  mg  PPA  proda   . ,  12  percent  taking 
the  50  mg  PPA  product,  and  9  percent  taking  placebo. 
There  were  no  reports  of  elevated  blood  pressure. 

L.3.  cobin  reported  that  mean  blood  pressure  and  pulse 
rates  were  not  affected  by  50  mg  SR  PPA  (bid),  0.2  mg 
belladonna  alkaloids  (aid),  a  combination  of  the  above,  or 
placebo  in  20  normat  volunteers. 

Dr  f  Richard  Mulberger_f ound  no  reports  of _eleyated  blood 
pressure  during  a  crossover  study  on  the_cofipari son. of 
placebo  and  a  sustained-release  productcontainins  PPA  50 
nj,  CPM  4  mg ,  and  belladonna  alkaloids  0.25  mg  on 
intraocular  pressure  in  normal  glaucoma  patients. 

.7.  Colenore  conducted  an  open  study  using  10  volunteers 
who  received  75  mg  PPA  (bid,  Sk)  for  8  weeks.  Nb- 
clinically  significant  blood  pressure  or  pulse  effects 
were  seen.     ( NDA  12-685  ,  OTC  Vol.  040012. ) 

H.  Maibach  conducted  an  open  study  using  15  volunteers  who 
received  50  mg  PPA  (bid,  SA)  for  6  months.     No  clinically 
significant  changes  ware  seen  in  blood  pressure_or  _puls_e 
values.  Slight  increases  insystolic  blood_pressure  were 
sein  in  Weeks  12,  13,  18  arid  19.     (rJDA  12-536,  OTC  Vol 
040012.) 


An  open,  crossover  b ioavailability  study  of  150  mg 
phenylpropanolamine  (od,  SA) ,  75  mg  phenylpropanolamine 
(od>  IR),  ard  50  mg  phenylpropanolamine, ( odi__IRj_was  _ 
conducted,  .using  12  volunteers.    No  significant  blood 
pressure  effects  were  recorded .     (NDA  18-099.) 


b.  To  what  extent  triay  PPA  aggravate  pre-existing 
hypertension  at  the  recommended  dose  levels? 
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CI inical-3-tu4ie5  demonst  rate  that  PPA  does  not 


Two.  clinical  studies  have  come  to_  this  .coraclusioji ,  one 
published  ind  one  unpublished;  -    Oil,. -Unger  ,  L .  Unger  and 
D.E^  Temple  reported  bri  the  "Effect  of  an  anti-asthriiatic 
cnnppund.on.blood  pressure  of  hypertensive  asthnatic__ 
patients"  in  Ann,.  Allergy  25 : .  260-2.61  ,  1967;     Doses  of  25 
mg  phenylpropanolamine  were  given  three  timed  a  day  to  21 
asthmat  ic  hypertensive  .patients  f or  one  to  three  weeks .  _ 
Base line_blood_  pressure  averaged  165/ 10 2  y within  one  hour 

after_admnistration,  the  average  blood  pressure  was.  

154/102^    The  median  blood  pressure  pre-dbsihg  was  154/104 
and  after  dosing  l6?/102.__Fiye  patients  had  a  10  iiiiiiHg 
elevation  in  systolic  blood  pressure  and  five  had  a 
decrease  of  10-mmHg.  - Foar  patients  had  a!0  mmHg 
elevation  and  four  a  13  mmHj  decrease  in  diastolic  blood 
pressur e . >__ None _pf _ the_ pat ients  studied  had_ tp_ discbnt inue 
use  of  phenylpropanolamine  because  of  side  effects^  Th-.i 
authors  concluded  that  phenylpropanolamine  produced  no 
significant  changes  in  blood  pressure  at  the  time  of  peak 
blood  levels  following  administration  of  25  mg  doses. 

In  a  pilot^  single-blind^  crossover  study  conducted  by 
M.H_._  Bradley  >_M.D. ,  on  ten  .exogenous  obese  patients  with 
controlled  hypertension,  no'.clinically  significant  changes 
in  olood  pressure  values. were  seenin-patients  who  were 
given  2S  mg  PPA  (tid),  placebo,  and  75  mg  PPA  (bdj.  (See 
Exhibi  t  4  .  j 


c . __  To  what  extent_may_P?A_ interact _with  aspirin  and_pther 
medications  that  inhibit  prostaglandin  synthesis  at  the 
recommended  dose  levels? 

There  is .abundant _ evidence. from  t he_lpng  use_pf  

??A/aspicin  combinations  in_OTC  cough/cold  products  that 
such  combinations  do  not  induce  hypertension.    This  has 
been  confirmed  conclusively  by  clinical  studies  of  aspir-w 
alon>  -and  a£  aspirin  in  com>i nat  ion -x/i-ttv 
phenylpropanolamine. 

The  agency's  request  for  information  on  this  question 
^cises_f rom  a_report _ pn_a_ single_pat ient^ __Lee^  Beilin>  & 
Vando.igen  [Ref.  3]  reported  severe  hypertension  in  a. 
single  patient  taking  an  85  mg  dose  of  phenylpropanolamine 

together  with  a  25  mg  dose  of  the  non-steroidal  

anti-inflammatory  medication,  indomethacin,  although 
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neither  of  the  drags  was. associated  with  hypertension  in 
Ch3 -patient  when  given  alone.     The  authors  of  this  single 
patient  report  apparently  postulated  that  the  decrease  in 
prostaglandin, ley els _due_tp_ indome thacin  concomitantly 
reduced  the  inhibitory  action  on  catecholamine  release. 
As  a  result;  the  administration  of  phenylpropanolamine  iiiay 
have  invoked  a  greater  than  expected  release  of 
catecholamines ,_ result ing_in  prof oun.i  vasoconst i i ct ion  and 
an  increase  in  blood  pressure. 

the  record  indicates  that  hypertension  is  known  to  occur 
from  the  clinical  use  of  indomethacin  (A.  Wennmalm, 
"Influence  of  Indomethactn  on  the  Systematic  and  Pulmonary 
Vascular  Resistance  in  Man,"  Clin  ■  Sci ■  Mod ♦  Med .  54 : 

#_t??3;  14^2  Pfrv^si  clans  Desk  Reference).     However  > 
no  such  data  is  available  with  regard  to  aspirin. 
Furthermore,  the  Unown  long-term  concurrent  use  by 
patients  of  aspirin  and  phenylpropanolamine  to  alleviate 
the  .discomfort  of  _  the  _cOinnon  cold_ha3  not  indicated 
evidence  of  any  significant  hypertensive  responses. 

Th.ire  have  been  several  larje,  well-controlled  studies 
which  hay e_ exam ined_  the  potent ia 1  f or _  chronically 
administered  aspirin  to  influence  blood  pressare.  Ho 
hypertensive  effect  of  aspirin  has  ever  been  demonstrated 
(The  Coronary  Drug  Project  Research  Group,  "Aspirin  in 
Coronary  Heart  Disease,"  J,.  Chron.  Pis  ._29;  625-542,  1976; 
s. A.  Cooper ,  "Efficacy  of  zomepiracin  oral  -  Surgical 
Pain,"  3-^Cliri.  Pharmacol.  20:  230-242,  1980). 


?here_are  a  number  of  leading  non-prescription  cold  and 
allergy  products  which  have  combined  aspirin  with 
phenylpropanolamine  in  additLon  to  other  ingredients 
(Handbook  of  Nonprescription  Drugs,  Sixth  Edit ion >  Amer. 
Pbarifl . _ Assoc * y  Washington,  D.C.  1979  ,  pp.  107-112). 
Many  nonprescription  and  prescription  combination  products 
have  been  used  safely  for  many  years  in  the  United  States 

§s_well_as  in  Europe.  If_ there  were_any__reai_potential 

foe  interaction  between  aspirin  and  phenylpropanolamine  or 
any  other  sympathomimetic,  it  would -certainly  have  been 
obvious.     Yet  the  market  experience  has  been  remarkably 
free  of  adverse  reactions.  _ A  consortium i  of _ cough/cold 
product  manufacturers  made  a  presentation  to. the 
Cough/Cotd  Panel  on  September  1,  1974,  in  which  they 

submitted  the  following  data  on  adverse  reactions  per  

100 ,000  packages  of  various  leading  combination  products: 
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Combination 

??A  and  

acetaminophen 

VP*,  chlor- 
pheniramine, and 
aspirin 

?PA_#  chlocphenir- 
amine_and  calcium 
cacbaspir in 


Adverse  Reactions 
Per  100,000 

0.282 


0.109 


Total  Pickaxes 

So«- 


0.091 


l_million  to 
10  million 

10  million  to 
50  million 


l.million  to 
10  million 


This  admirable  record  of  reported  adverse  react  ions  over . . 
the  years  of  use  of  these  products  indicates  how  remote  is 
the  posiioilit'y  of  significant  occurrence  of  the  adverse 
reaction  in  question. 

Clinical  evidence  that  *  therapeutic  interaction  between 
aspirin  and  P?A  does  not  occur  is  well  demonstrated  in  a 
30-r*  iy  human  study,     (cough, -Cold,  Asthma*  BroncUodilator 
and  Allergy  Panel  Report,  F.K,  Sept.  9,  1976;  OTC_ Volume 
040298  (1971) )  _.     This  double-blind,  clinical  tr  ial 
employed  a  total. patient  population  of _68_ (65  male;  3 
female),  and  included  four  -  identical -appearing  tablets  of 
different  composition  provided  to  sub jects  by. random, 
assignment.    Dosage  was  two  tablets  taken  4  times  daily. 


Formula  CQ'le 
SHP-7S 

SHP-79 
SHP-80 


Composition  per  tablet      Total  Daily  Pose 


ASA-3  25  mg 
PPA-  25  mo 

PPA-  25  mg 

ASri-325  mg 


2500  mg 
200  mg 

200  mg 

2600  mg 


SHP-82  Placebo 

A  total  of  25  patients  completed  30  days  on  the  complete 
regimen  using  SHP-75  while  three  other  groaps  of  nine 
patients  per  group  completed  the  30-day  therapy  using  thf. 
other  three  dosage  forms.    Subjects  not  consuming  the 
assigned  dosages  were  dropped  from  the  study. 
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SHP-78        SHP-7  9      SHP-30  SHP-32 


Subjects 

Assigned 

34 

11 

11 

12 

Subjects 

Dropped 

8 

2 

2 

3 

Sub jects 

Completed 

2S 

9 

9 

9 

All  subjects  were  pcovided  with  clinical  and. laboratory 
evaluations. including  blood  chemistry ,  urinalysis,  blood 
count,  blood  pressure,  pulse  rates,  oody  weights,  and  oral 
temperatures.    Pulse  and  blood  pressure  were  monitored  on 
Days  0  (day  prior  to  administration),  7,  15,  22  and  30. 
One_pa*ient_  in  the  ASA.groap  exhibited  a  dramatic  increase 
in  pulse  rate  on  Day  30,.    This  was  attributed  to  personal 
problems  on  that  day  specieically_and_wa3  not  considered 
to  be  drug-related.    The  conclusion  reached  upon 
completion  at  the  study  was  that  no  evidence  of 
drug-related  toxicity  was  observed  or  determined. 

This  stu'_ly_theref pre  prov"ides_coaclds £ve  evidence  of  a 
lack  of  interaction  botween  PPA and  aspirin. 
Additionally,  it  provides  further  support _fgr_the 
proposition  that  P?A  does, not  adversely  affect  blood 
pressure .     Sub  jects  in  this  s tudy. ingested  a  total  of  200 
mg  P?A  daily  ifor  30  days  in  individual  50  mg  doses. 
Tablets  were  hot  sustained  release^    A_tgta!  Qf  35 
subjects  completed  the  30-day  regimen  taking  p?A.     On  the 
•?asis  qf  the  dosage  employed ,.  the  number  of  subjects 
enrolled,  and  the  length  of  time  they  received  a_ 
combination  of  PPA  with  the  non-steroidal  anti-inf lamatory 
product  aspirin,  no  adverse  effects  relative  to  blood 
pressure  or  other  vital  signs  were  reported. 


Summary 

The  data  that  was  before  the  Panel,  and  the  more  extensive 
data  which  has  become  available  since  the  Panel  completed 
iti  work,  constitutes.a  massive  amount  of  scientific 
evidence  drawn  from  50  controlled  clinical  studies 
involving  more  than  3,700  patients.    This  data 
demonstrates  that  PPA  does  not  induce  hypertension  either 
in  normotensives  or  hypertensives  or  when  it  is  in 
combination  with  aspirin.    This_data,_ together  with  almost 
59 .  ye^rs .oE._safe_ase  of _P?A._in_this  country,  clearly  . 
outweighs. the_handful  of  adverse  reports  referred  to  in 
the  agency's  Preamble. 
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2.    The  Proprietary  Association  recommends. that  the— F&fe 
acceptThe  Panel's  recommendation  with  regard  to  labeling 
iot  the  cbmbinatioV-of  phenylpropanolamine  hydrochloride 
and  caffeine. 

The  Panel  Report  recommends  Category  I  BCacas  for  the 
combination  of  phenylpropanolamine  hydrochloride  and 

caffeine  if  labeled  as  an . ■ Anorectic/St imulant "  Lpa^e  

8475, first  column) •    In  its  preamble  FDA  invites  comment, 
on  alternate_or_conspUdated  label  warnings  and  directions 
for  such  combinations,  noting  that  a  discrepancy  exists 
between  the  directions  for  use  of  caf£eine_in  this  and__ 
another  current  proposal  to  the  agency  (page  8469,  first 
column ) • 

the  warning  proposed  in  the  Tentative  Final  Monograph  of 
the  Panel  on  Over-The-Cbunter  Nighttime  Sleep-Aid  and 
Stimulant  Products  (Sleep-Aid  Panel)  was,  "for  occasional 
use  only."     (5  340.50(c)(2);  43  F.R.  25602).     However,  the 
warning  proposed  by  the  Miscellaneoaslnternal  Panel  for 
Weight  Control  Products  specified  daily  doses  for. up  to 
three  months.   (5  357.550(d);  pale  3434,  second  column) . 

We_dp_npt_believe  the  agency's  concern  about  this 
discrepancy  is  warranted.    Caffeine  In  combination  with 
phenyloropanolarnine  hydrochloride, in  weight  control 
pro-lu-ts  is  intended  only  as  adjunctive  therapy i_used_to 
mitigate  the  lethargy  that  may  accompany  a  reduced  diet 
regimen.     As  the  Panel  Report  stated, 

"...  the  Panel  had  to  decide  whether  or_ not  a 
significant  portion  of  the  dieting  population 
becomes  fatigued  while  dieting.     Based  upon  its 
professional . expert ence_ the _?anel .concluded  that 
such  a  significant  patient_popuiation _does_exist 
and  that  the  combination  of  phenylpropanolamine 

hydrochloride  and  caffeine  meets  the  three  

criteria  of  FDA's  combi.iation_poiicy (Paje 
8475,  first  and  second  columns). 

By  contrast,,  caf f eir?e_in_s t imulant  products is  intended  to 
•help  restore  mental  alertness  or  wakefulness  during 
fatigue  or  drowsiness"  whenever  these  conditions  occur. 
(§  340.3;   43  F.R.  25602) . 

In  addition,  the  quantity  of  caffeine  In  the  weight 
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control  products  is  inherently  limited  to  600  mg  per  day 
by  the  current  and  recommended  maximum  frequency  of  dosage 
of  three. times. a  day.    Again,  by  contrast,  when  caffeine 
is  used  as  a  stimulant  product,  the  recommended  maximum 
dcsage  can  be  as  much  as  1200  mg  per  day  (100  to  200  mg 
not  more  often  than  every  3  to  4  hours). 


Therefore,  it  is. appropriate  to  requirethe  more 
restrictive  warning  on  the  caffeine  products  for  relief  of 
general  fatigue  and  drowsiness. 

Moreover,  the  amoant  of  caffeine. involved  in  combination 
with  phenylpropanolamine  hydrochloride  in  the  weight 
control  products  is  100  to  200  mg.    It  is  essential  to 
note  that  this  is.only  the  equivalent  of  approximately  two 
cups  of  coffee,    in  these  dosages,  caffeine  has  been  foand 
to  be  safe ,  either  alone  or  in  combination  with  other 
substances^  by  three _pther_OTC  advisory  panel  reports,  in_ 
addition  to  the  Weight  Control  Products  Panel  Report.  The 
most- recent  of  these  other  panel  reports,  on 
Orally-Administered  Menstrual  Drug  Products,  summarized 
all  three  panel  reports  as  follows: 

"(?)_  Caffeine.    The  panel  concludes  that 

caffeine  is  generally  recognized  a3  a  safe  and  

effective  diuretic  for  OTC.use  in  the  doses  noted 
below  in  relieving  waEer  accamalation  symptoms  of 
the  premenstrual  arid  menstrual  perod. 


"(i)    Safety.    The. toxicity  of  caffeine  has  been, 
reviewed  extensively  by  the  Advisory  Review  Panel 
on  OTC  Sedative,  Tranquilizer,  and  Sleep  Aid  Drag 
Products  in  a_ report  published  iri_the  FEDERAL 
REGISTRY  of  December  8,  1975  (40  FR  57292).  That 
Panel  disctissed_,  in  addition,  the  mutagenic 
effects  of  caffeine  in  detail.     It  f pund_caf f eine 
to  be  safe.".  ,   ._ when  used  in_ the  recommended. _ 
oral  dose  of  100  to  200  mi lligrams- (mg )  not  more 
often  than  every  3  to  4  hours."    FDA  concurred 
with  the  Panel_in  the  tentative  final  monograph 
published  in  the  FEDERAL  REGISTER  of  June  13, 
1978   (43  FR  25544) . 

"The  internal  Analgesic  Pane i_ also  reviewed, 
caf feine_for _its  analgesic  proper ties_tn_tbe_ . 
FEDERAL  REGISTER  Of  July  8 ,   1977   (42  FR  35346) 
and  expressed  its  agreement  with  the  conclusions 
of  the  Advisory  Review  Panel  on  OTC  Sedative, 
Tranquilizers  and  Sleep  Aid.Drag  Products 
regarding  the  safety  of  caffeine.    This  Panel 
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agrees  with  the  above  reports  aad  concluass  that 
caffeia*  is  iife.w_an.WC, ^diuretic  for  »    «  «3 
water  accumulation  symptoms_of_the  premenstrual 
and  menstrual  period  in  doses  of  10\to    0  rj 
every  three  to  four  hours."    Rpcond  information 
Copy,  rrc-oratlv  Administered  Menstrual  P". 
^U_cts  Report  ,  September  11,  1931,  PP-  =>!>-56 . 

Iri  its  final  meeting  on  October  15-17,  1931,  the  Panel l  in 
Us  revie"  of  the  Menstrual  Drug  Products  Report ,  added  to 
this  conclusion  its  approval  of  a  combination  of  caffeine 
with  a  menstrual  product.    Moreover,  it  did  so  based  on 
the  same  rationale  it  used  for  its  approval  of  the 
consination  of  phenvtpropanolamine_and  caffeine  in  wetgnt 
con?rof products,  that  is,  relief  of  fatigue.    The  minutes 
of  the  panel  meeting  state: 

-The  Panel  was  made  aware  that  caffeine  is 
contained  in  an  OTC  menstrual  drug  ?roduc^_ (a 
combination  product)  which  contains  a  claim  tor 

the  relief  of  fatigue  in_the  premenstrual  

opriod.    Because  the  Panel  has  already  .recognized 
that.fatigue  is  a  component  of.  the  premenstrual 
syndrome  and  because_caffeihe  has  already  been, 
classified  as  a  Category_I_st imulant  by  another 
oanel,  this  Panel  conclades  that  caffeine  is  an 
effective;  menstrual  drug  product  ingredient  for 
the  claim  of  relieving  fatigue  occurring  in  the 
premenstrual  period."    Summary  Minutes  of  the 
Forty-Sixth  Meeting  of  the  OTCMiscellafteo^ 
internal  Drug  Pr  oduc^s-^anel ,  October  15-17 , 
1981.  ?.  5.  ~ 

Finally,  it  is  noteworthy  that  even  i:i  FDA's  current 
inquiry  regarding  the  use  of  caffeine  as  an  auded  fppd 
ingredient,  the  agency  has  specifically  exempted,  from  tnat 
inquiry  the  presence  of  caffeine  in  coffee  and  the  use  oe 
caffeine  in  drugs. 


3-    The  association  disagrees  with  the  Panel ' s  conci 


that  vttaaitnsoa^i!iUerIir4hottM-4Wt  be  constituents  oT 
weight  control  drag  products. 

The  panel  report  notes. tha^  some  weight  control  products 
now  oh  the  market  contain  a  number  of  vitamins  and 
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minerals  in  addition  to  their  weight. control  active 
ingredients.    The  Panel  also  states  its  belief  that  it  is 
the_ responsibility  of  the  consumer  " to_determine  the 

dietary. regimen. to  follow  in  order  to  maintain  a  _  

well-balanced,  low-caloric  diet"  (page  8472,  third  column) 

tfe  share  the  Panel's  belief  in  this  regard.    However, _we 
strongly.disagree  with  the  Panel's  conclusion. which  is 
purportedly  based  upon  this  belief^    The  Panel  somehow 
leaps  from  its  belief  about  a  well-balanced  diet  to  the 
conclusion  that. "therefore* _ the  addition  of  vitamins  and 
minerals  [in  combination  with  the  weight  controi.active 
ingredients]  Serves  no  useful  purpose  for  tho3e  following 
a_weil-baianced_diet "  and  "vitamins _shd .minerals .should 
not  be  constituents  of  weight  control  drug  products"  (id.) 

The  panel's  conclusion  does  not  follow  logically  from  its 
premi3_e_and  also  conflicts  with_pne  of _the_Panells  other 
recommendations^  which  PDA  st rongly. endorses  in  the 
preamble,  that  "a  reduction  in  total  daily  caloric  intake 
kf.low __  the  energy  output  "  must  accompany  weight  cont  rol 
drug  pr?duct3_in_orJer_to  achieve  significant  weightloss 
{page  8468, .third  column;. page. 8469,  first  column?  page 
8*72,  second  and  third  columns).    Again,  we  agree  with 
this  reconmendat ion. 


However,  a_consamer  who.  follows  this  label  direction  and 
reduces  caloric  intake  below  the  energy  output  may,  no 
matter  how  weii-baianced_the  resultant  diet,  also  reduce 
the  amount  of  vitamins  and  minerals  previously  needed  to 
maintain  the  consumer *s  body .weight  and  frame.  The 
recommended  dietary  intake  of  essential  nutrients, 
part icularly_vitamins_an  be  difficult  to 

achieve  during  caloric  redaction,  since  in. many  foods 
vitamins  and  minerals  are  present  only  in  low 
concentrations.    Under  these  circumstances  it  may  be 

desirable  to__provide_the_con3umer_with_the  pptipn_pf  

obtaining  a  vitamin  and  mineral,  supplement  in  combination 
with  phenylpropanolamine  hydrochloride  appetite 
suppressant  in  or der_ to  replace  those  vitamins  and 
minerals  lost  as  a  result  of  lowering  food  intake. 

Finally,  vitamins  and  minerals  which  are  dietary 
supplements. a re _f oods_and_ shpuid_be_treated_a3  such_in 
this  combination.    Combinations  of  cosmetics  and  drugs  are 
permitted  so  long  as  each  complies  with  applicable 
regulations.    The  3ame  rule  should  be  applied  to  the 
comblnat ion _pf _ vitamins _and_minerais_with_weight  control 
act ive  ingredients .    The  Bureau  of  Drugs  3hould  impose  no 
more  stringent  requirements  on  sach  a  vitamin  and  mineral 
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supplement  than  does  the  Bureau  of  Foods. 

It  is_in  the_be3t_intecest  of  gob'3  Medicine  arid  of  the 
consumer  to  make  generally  available  the  greatest  possible 
variety  of  safe  and  effective  medication;  Manufacturers 
should  therefore  hot  be  prohibited,  contrary  to  the  - 
Panel 1 s  recommendation , _  f r pm _ of f er ihg  such  a  rational 
combination  of  PPA  and  vitamins  and  minerals. 


4 .  The  Proprietary  Association  recommends  that  the  FDA  _ 
reject  3ome  of  the  Panel's  recommendations  with  regard  to 
Category  II  label  in  3^ 

The  Association  recommends  that  the  following  claims 
recommended  by  the  Panel  to  be  placed  in  Category  II 
should  instead  be  placed  in  Category  I .    We  believe  that 
some,  of  these  claims  represent  the  same  claims  which_ the 
panel  recorwnended  be  placed  in_Category  I  but  are  stated 
in  language  that  is  riibre  readily  understood  by  the 
consumer.  _Others_are_truthf ul  statements  or,  at  most, 
amount  to  acceptable  puffery.    Indeed,  the  Panel  itself 
stated  that  it  "is  aware  that  there. may  be  other _term3 
that  would  be  acceptable  in  expressing  the  same  Category  I 
Indications*  (page*  8473  ,  first,  column) . 

These  thirteen  statements  should  not-be  classified  in 
Category  II  because_they  do  hot,  in  fact,  lead  to  use  of 
the  product  other  than  in  the  manner  recommended  by  the 
panel  as  generally  recognized  as  safe  and  effective.  Each 
of  these  Category  TI  claims  is  discussed  below: 

a.  "Contains  one  of  the  most  power f ul_diet_aids  available 
without  prescription"  (page. 8476,  second  column ),    Thi3  is 
a  true  statement .    The  Panel  recomnended  only  two 
substances  -  -  phenylpropanolamine  hydrochloride  and 
bensocatne  -  -  for  Category  I  as  safe  and  effective. 

b.  "Contains  one  of  the  strongest  diet  aids  available 

without  prescription"  { i_rl . )  .    Like  claim  "a",  this  is  a  

true  statement  for  products  containing  phenylpropanolamine. 

c.  "Encourages  water  loss  with  a  gentle  diuretic"  (id. ) . 

This  is_a  true_statement_for  products  containing  

caffeine.    Caffeine  ha3  been  recommended  forCategpry  I  as 
a  diuretic  by  the  panel  reviewing  orally-administered 
menstrual  drug  products  and  in  Category  I  as  a  mild- 
stimulant  by _both_ the_Night time  Sleep-Aid  and  Stimulant 
Products  ?an->i  and  the  panel  reviewing  menstrual  drug 
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products.,  A  fuilec.discassibn  appeacs  above  on  pp. '17-19 
in_section_  2  relating  to  the  labeling  foe 
caf f eine/phenylpropanol amine  combinations. 

3,  "Easy-to-follow  reducing  plan  built  around  food  you  

love  to  eat.    You  wtlieat  weilbut  less  and  lose  weight 
without  going  hungry"  (id.)-    Clinical  studies  submitted 
to  the  Panel  demonstrate  weight  loss  where  caloric  intake 
has  been  reduced  in_ accordance  with  diet  plans  recommended 
along  with  these  products.  -These  diet  plans. contain  a 
wide  variety  of  nutritious  foods,  limited  only  in 
quant it ies ,  not  in  the  breadth  of _ the  array  of _ foods 
specified,    This  labeling  should  certainly.be  allowed  on 
products  which  are  packaged  with  a  diet  plan. 

e.  _"\  unique  vay_tp_help_your_pverweiglit  patient  eat  less" 
(_id. ) .    This  is  a  true  statement  because  these  products 
involve  the  consumer's  using  a  specific,  approved 
medication  to  reduce  appet  ite ,  rather  than  requiring  the 
consumer  to Lsiipiy '_try_tp_fpilpw_exhortatipns  to  reduce 
calories  without  the  assistance  of  medication. 

gA  "Now  en  joy  a  slim,  trim  figure .  Lose  pounds.  Reduce 

inches"  (page  3476  ,  third _ column K  These  claims . are _ lay_ 
descriptions  of  goal-oriented  products_and  are  helpful  in 
encouraging  proper  compliance  with  product  instructions. 


h.  "Lose  weight  start ing  today,.  Look  your.best,  feel  your 
best"  (id. ).    This  is  a  true  statement.    When  caloric 
intake  is  reduced  below  energy  requirements,  the  body 

begins  to  use_up  stored.  fat_fpr_energy_.  The_ciaim  does 

not  refer  to.any  specific  amount  of  weight  loss  on. the 
first  day.    While  the  amount  may  be  relatively  small,  it 
is  nonetheless  a  start  and,  once  the  process  starts,  the 
end  result  is  closer _  than_bef  ore,  _  _Like_ claim_',gi"  these  , 
claims  are  lay  descriptions  of  those  goals  and  are  helpful 
in  assuring  proper  compliance  with  product  instructions. 

i t  "The  delight ful  aid  to_  appetite. control"_(ij3.). _  Except 
for  "delightful" . this  is  the  same  as  "Sn  aid  in_the 
control  of  appetite,"  recommended  for  Category  I  by  the 
Panel  (page  8475,  first  column,  H  2(6)).    The  addition  of 
"delight  ful" _  is  harmless  puffery , _  f ully_ just  if ied_by  the 
fact  that  the  recommended  diet  plans  enclosed  with  the 
products  contain  a  broad  array  of  foods.    The  reasoning 
for  this  is  the  same  as  for  claim  "d"  above. 


j "Delight  fully  delicious, . sctent if ically  formulated  to 
help  you  control  your  appetite  quickly ,  pleasantly"  (page 
S4?§,  second  column ) .     As  in  the  case  of  claim  "i",  above, 
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CONCLUSION 


Th*  Association  supports  the  Panel's  classification  of  

phenylpropanolamine  hydrochloride  as  generally  recognized 
a-3  safe  and_effective  when  used  in  OTC -weight  control 
products.    The  extensive  data  discussed  above  demonstrate 
the  3afety  6?  phenylpropanolamine  at  the  150  mg  daily 
dosage  level  and  amply  support  the  safety  of  che 
current- ly-macfceted  weight  control-products  at  the  75  mg 
daily  dosage  level.    The  Association  also  si2L.tp>rts  the 

Panel's  recommendation  thaw  the  combinat ipn_of  

phenylpropanolamine  and  caffeine  is_safe  and  effective  if 
labeled  as  an  "anorect tc/st imutant . " 


The_Asspciation  believes  that  weight  control  active 
ingredients  in  combination  with  vitamin  arid  mineral 
supplements  should  be  allowed,  contrary  to  the  Panel's 
recommendat  ion.  .Inaddit ion  _  t he_ Assoc iat  ion .urges  that 
FDA.reject  some  of  the  Panel's  recomendattons  with  regard 
to  category  It  labeling. 


The  Association  appreciates  the  opportunity  eo  submit 
these  comments  arid  hopes  that  the  agency  finds  them 
heloful . 


Sincerely, 


THE  PROPRIETARY  ASSOCIATION 


James  p.  ^bpe 
President 


27-436  0  -  84  -  26 
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EXHIBIT  1 


"Comparison  of  the  Anorectic  Activity  of 
Prdiamir.e  and  Placebo  Without  Concomit3nt_Nutritionally 
Balanced  Diet."     Marianne  Sebok,  M.D.,  Staff  Physician, 
JFK  Memorial  Hospital,  Philadelphia,  PS;    -A  doable-blind 
six  week  clinical  evaluation  was  conducted  with  72 
oa-ipnts  who  received  either  35  mg  phenylpropanolamine  and 
140  mg  caffeine  (sustained  release)  or  a  placebo. twice  a 
day.    Throughout  the  3tudy„  np_clinically  significant 

variations  at  sitting  Mood  pressure.  or_  pulse  were  

observed  or  reported.    PPA  patients  lost  statistically 
significant  amounts  of  weight  compared  with  placebo 
patients . 

"Double-Blind  Evaluation  of 
Phenyl propanolamine-Caf feine  Product  as  an  Adjunct  in  the 

Treatment  of  Oberlty."    E.  R.  Jolly, _M^D.>  _BipMe tries   

Laboratory,  Clifton,  NJ.    Findings:  A  double-blind  12-week 

study  of  63  patients  revealed  that  21  patients  on   

phenylpropanolamine-caf feine  showed  an  average_weight  loss 
of  15  pounds,  and  13  patients  on  placebo  showed  a  weight 
loss  of  8  pounds  over. the_12-week  test  period,  or  1.2 
pounds  per  week  for  the  phenylpropanolamine  patients 
compared  to  .66  pounds  per  week  f or  the  placebp_pat_ients. 
Side  effects  were  minimal  and  equally  divided  amoung___ 
placebo  and  active  drug  groups.    One  patient  on  the  active 
medication  reported  hyperstimulat ipn_and  sleeplessness  ana 
on*  patient  on  the  placebo  noted  extreme  nervousness.  _ No 
significant  changes  in  blood  pressure  or  pulse  rate  were 
observed. 

"Double-Blind  Clinical  Evaluation. of  the 
Anorectic  Activity  of  Phenylpropanolamine  Alone  Compared 
to  Phenylpropanolamine  Plus.Caf feine  in_the_Treatment  of 
Outpatients  with  Exogenous  Obesity*"    Anthony  Cpnte^M.D. , 
Pittsburgh, _PA.__In  an  8-week  double-blind  randomized 
clinical  test,  phenylpropanolamine  50  mg  was  compared  to 
phenylpropanolamir^-50  mg  with  caffeine_200  mg  {sustainea 
release.).  Of  the  sixty-two  obese. adults  who  entered_the 
clinical  evaluation,  both  groups  lost  similar  amounts  ot 
weight.    No  deviations  from  baseline  were  reported  in 
sitting  blood  pressure  (systolic/dxastolicj  or  pulse. 
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In,  an  open.i  crossover  .  comparative  study.,  the. 
btoavatlabtit ty  of  25  ing [-phenylpropanolamine  (q4h,IR),  75 
mg  (0(3,  IRJ  and  75  mg  (od ,  SA)  was  tested  in  18  volunteers 
by  Donald  Piaster,  M.O.     No  significant  blood  pressure 
effects  were  reported. 

Gribgff,  et  al . ,  reporting  in  Current  Therapeutic 
Research  17;  535-43T-  T375 ,   found  no  significant  changes  in 
blood  pressure  or  pulse  measurements  in  a  double-blind 
P^c^llel  study  on  6  5  volunteers  receiving  25  mg  Pf A  wi th 
10Q_mg.caffeine.(t  id  I  _or__  placebo,     PPA  patients  .lost 
significant  amounts  of  weight  compared  with  placebo 
pai ien.s . 

. Attschaler ;  Sebok _3nd  Conte  conducted  6-8  week, 
double-blind,  parallel  studies  using  5Q  mg  ??A  ( od ,  SR  J , 
3^.5  ng  ??A  v~id,  SR)  ,  and  25  mg  ??A  (tid,  _IR)_, 
respectively.     No  significant  effects  on  blood  pressure  or 

._'!^§_^pbr ted  or  observed.     Significant  weight 
loss  was  reported. 

In  a  double-blind,  crossover  study  conducted  by 
Bar  tley  _G .  Hoebel ,  Ph\D^_e_t  al_,  ,_at  Princeton  University, 
Princeton,  NJ,  phenylpropanolamine  (25  mg,  tid)  reduced 
body  weight  in  70  adults  significantly  more  than  a  placebo 
pi  1 1 .    .During_:he  f  irst  _twc_weeks __bpth_the  sub3ects__ta:;ing 
the  placebo  and  those  taking  phenylpropanolamine  lost 
weight,  but  during  the  second  two  weeks  only  those  taking 
the  drug  continued  tp_  lose,.   _pn_ daily  guestiorinai res  those 
taking  the  drug,  reported  no. change  in  the  way  they  felt  or 
the  time  it  took  to  fall  asleep. 


F.  3 .  Bohensky,.  M.D.,  Brooklyn,  New  York, 
conducted  a  single-blind,  four-week,  crossover  clinical 
evaluation  of _60  patients_in_pr  .  ..Bohensky's  private 
offices.     Appedrine  (25  mg  phenylpropanolamine  plus  190  mg 
caffeine  plus  multivi tamins,  tid)  was  compared  to 
dext  ro-amphetami ne  and  placebo_as_an_  appet i tie 
suppressant.   _The  results  indicated  that  the 
phenylpropanolamine  group  (Appedrine)  on  the  average  lost 
1 . 98  pounds  per  week,  the  dextroamphetamine  group  on  the 
average  lost. 2.3  pounds  per  week,  and  the  placebo  group  on 
the  average  lost  .62  pounds  per  weekA    No  significant 
changes  in  blood  pr essur e  or  mood  changes  were  reported  or 
observed. 
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Exhibit 


Massachusetts  College  of  Pharmacy 
and  Allied  Health  Sciences 


September  25,  1981 


3,  Ric>*rd^rout,  MD,  Director 

Bureau  of  Drugi,_HFD-l  

Eood  4t  Qrug  Administration 
5600  Fishers  Lane 
RocKville,  MD  20857 

Dear  Dr.  Crout: 


 ThisJetter  i«  In  follow-up  to  our  discussions  on  sustained  action 

dosage  forms  and  your  interest  in  the  physiological  response  to  a  75  mg 
bolus  dose  of  phenylpropanolamine  HC1-  You  will  recall,  Pm  sure,  our 
meeting  oh  September  JLlthJrL the  CommisslonerVoffice _  i£_whidi JJme 
we  reviewed_aie_F,R«-PuMeition  status  of  the  Advisory  Review  Panel 
on  OTC  Miscellaneous  Internal  Drug  Products  -  Proposed  Monograph 
•for  OTC  weight  control  ding  products. 

As  ah  avid  student  of  the  _sui?ained  action,  dosage,  form  and 
phehy Ipr opanoiacnlne4  J  was__cert*lrH  Jts  J_edvised  y_pu_at_  the meeting, 
thet_Ji!y_  fJJej Jncluded  descrlpUpn*  of  experimenul  work  where  a  75 
m&bolus  of  PPA  had  been  admlnist'red  to  human  volunteers  In  a  plain 
immedlste  release  dossge  form  and  the  hemodynamic jwpcnse  studied. 
The  SBA  tor  NOA  18*099,  "Contac"  provides  information  describing  ■ 
three  way  i^oss-over  study  employing  twelve  normal  human  volun- 
teers. The  three  dosage  regimens  werei 

(A)    Two  "Contsc"  sustained  action  capsules  containing  75  mg  PPA 
and  8  mg  CPM  per  capsule. 

(Q)    75  mg  PPA  and  8  mg  CPM,  plain  drug  as  a  bolus  dose. 

(C)    50  mg  PPA  and  5.33  mg  CPM,  plain  drug  st  0,  6  and  8  hours. 

The  bioavailability  study  determined  plasma  levels  at  the  1,  2,  3t 
A^_6j  _Bi  1Q»_12  and  24  hour  jxsrjods  following  drug  ingestion-  In 
addition,  blood  pressure  and  pulse  (supine  and  standing)  were  taken 


179  fongwOod  Avenue  

Boston,  MtuaehuteUs  0211 5 
Phone  (617)732-2600 
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before  and  it  I,  5  and  11 houri  after  drug  dosing.  No  clinically 
ilgnif icant  change.  JcLbioOd.  preiiure  or  pulie  In  eny  volunteer  during 
,tudy  reported.  _  Ijnight  _sdd_thli  Inform  etibrUe  especially 
Importer*  irv  view  of  the  report  by  Horowitz,  aL  el  nHv^etteniivi 
Reiponses  Induced  by  Phenylpropanolamine  in  Anorectic  end 
Decongeiteril  Pi>paratiohs";  Lancet,  1960;  1:66-61.  The  Horowitz 
•tudy  woujd  lyggejt  _ j»e  mightexpect  eh  lhcreiw-4ri  supine  diastolic 
b,™d  ...preisures  ln_eome_  volunteers  ingesting  l  75  mg  PPA  bolus, 
Inai^uch  as  the  dote  of  PPA  in  the_Ajatr_alien_itudy  ^as  repwttoTb 
be  85  mg,  only  jlO  mg greater.  However,  no  clinically  significant 
chjngcj.in^lood  pretiure^re  reported  in  the  carefully  controlled  ttudy 
submitted  in  support  of  NOA  IB-D99. 

-  „  *****  l)m*  °J  our  own  itudies,  H.eck  of  Side  Effects  from 
£  Admin»*tered  Phenyipropanoiemlne  end  Phenylpropanolamine 
wLthi^lfeine:  A  Controlled- Three-Phaie  Srudy",  Current  Theraoeutic 
Rese.rch  78,  185-194;  19B0)  we  received  /^n.H  rvimber  oV  me 
A^relienjiroduct ,  nr_lmolel*,'_for  evaluatibr..  "Trlmbleta"  wis  the 
!f  m9  PPA  prodi  ;t  reported  on  in  thA  Horowitz,  paper.  The  cspiuiei 
conta!ne^ r«!;°w  powder  libelled.  to.contaln  JD^hehylprb- 
penoJamine  85  mg  plus  ferrous  gluconate,  calcium  .pantothenate, 
^thiamine*  jiboflayin,  pyridoxine  end  nicotinemide.  drily  three  ceosulea 
were  received  assaying  but  it  82.2  mg,-  79.7  mg  end  B3Y5  mg 
reipective  y  Jayeirge  81,8_mg),  _  .The  PPA  In  then  capsules  was 
Immediately  soluble  in  water,  end  not  in  e  sustained  releese  form. 

—  Begirding  the  integrity  of  the  sustained  rtleMe_doeecc  *arro 
marketed  IrLttle  country,  I  would  like  to  add  that  our  laboratory 
«ve, _  for  reeri  nawteveJuatBdhundredi  of  pelletlzed  susteined  releeue 
PP*"!".^  forro  markete^ 
-laboratories  provide  e  periodic  quality  .control  jwdit  end  assurance 
•wctloh  for  Thompson  as  a^  further  ..check, to  InsurjL  compliance  of 
manufactured  dbsege.  forma ^lth  proouc  specifications.  I  am  pleased 
» Lindlceti L  we  heye  _never_  encounterea  A  product  Where  "dosa- 
°^^n_  under  in  vitro  teitlng  occurred  and  the.  sustained  release 
cnarscter  of  a  dosage  form. wai  compromised.  The  number  of  safety 
Ihd  qu_elLty_contrbLjtepj  teKeri,  prior  to  batch  release,  a i sure  safety 
•°d .  ■fficjcy  pf  the_  sustained,  action  product  and  provides  en 
•xcePtional_  degree  of oueljtv,  assurance  _  niling  Jut  any  possibility  of 
the  occurrence  of  "dose -dumping."  .^CliniceJ  bioevailifaUlty.  itudiea 
have  provided  assurance  of  the  effectiveness  of  the_Um_ed_-relee*e 
•ctivLty  wlth  excellent  correlation  between  a  single  dose  of  the  tlmed- 
»IeM_e.fjMuIttlQrj.05.rjSflljHd  three  bosei  of  the  immedlete  release 
dp«9«_  fcrm  (25  mgUake^jt  4_hourJnierviIs.  r-fence,  ongoing  In  vitro 
^■J  V_ control,  |n  our  experience,  assures  product  performance  oh  a 
level  consiitent  with  the  In  vivo  results. 
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Thompson's  7'  mg  timed-release  PPA  dosage  forms  are  msnu. 
tortured  to  con  for  n  with  the  following  in  vitro  dissolution  pattern 
limits.  -  - 


"    Hour  %  Release  mq  Release  ...*.■ 

-  .  .  -  —      -  ;  -  I  .  «i  '. 

I  3D -45  22.5  -33.75 

":"  '     4  '50  -  75'  '  ;37.5-56.25 

 8  .  80  -  lbb  .    .60  .75. 

The  dissolution  pattern  is  developed  by  sampling  at  1,  2,  A,  '6  and  8 

hours.  \- 


I  trust  these  comments  are  a  helpful  sequel  to  our  earlier 
discussion  and  provide  some  assistance  to  you. 


Sincerely* 


PFE1FFER  PHARMACEUTICAL 
SCIENCES  LABORATOF 


II.  SjJVerman,  D.Sc.  

Prnfessbr  and  Executive  Director 


ws/if 


cct    Mrs.  Barbara  Beyer— 

Marion_i  FinkeU_MQ  

WilliamE.  Gllbertson,  Pharm.D. 
Judith  K.  Jones,  Ph.D.  ■  •  ™l 
•    Mark  Nov  itch,  MD  ■■ 
Dr.  Edward  Steinberg 
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of  syst?m  involvement  and  with  presentation  citber  in  childhood  or 
io-adulihood.  treatment  would  generally  r*  in  coo  junction  with 
wber_  spcculuiL  Scant  P*cjcnn  cofcther  .in.  combined  clinics 
would  seem  io  be  (he  best  way  ofachieving  this.  -  - 

handicapping  gencttc  disorders.  Qinial  reneticiits  ow  dm 
encourage  this -by- being -satisfied  to  Crait  their  involvement  to 
diagnosis  and  genetic  counselling.  ' 


CEFTAZIDIME  AND  SALMONELLA 


SLSvru 

PHENYLPROPANOLAMINE  AND  BLOOD  PRESSURE 

_S»,— Although  p^nyjprop»bl«nme^A)  his  been  ufdy  used 
in  the  US.A.  for  over  forryyean  as  a  nasal  decongestant,  your  April 
10  editorial  raised  the  pussibiliry  thai  PPA  in  weight  control 
preDaratjooscjjuklprjDdu«^   

In  the  past  rwo  years,  I  have  done  three  large  studies  raw  obesity 
clinic  uiSanErin^iscooTibiiJIec^oT^ 
More  than  400  obese  patients  were  studied.  The  results  will  be 
published  elsewhere.  ________ 

Data  were  garnered  pa  I  twelve-week.  double-blind, 
placebo  controlled  study  of  SO  mg  PPA  three  times  daily 
lrw.ice_jhc  jecorwneoded  dox  foe  wejihi_lois);_a  douofebund, 
placebo  controlled  «udy_of  SO  mg  PPA  combined  withJOO  mg 
cafletnc  in  controlled- release  Ibrm;  and  a  single-bund  trial  of  75  mg 
PPA  in  controlled- release  form.     

AU  three  dosages  caused  no  significant  increase  in  blood  pressure 
in  more  ton  400  patents.  2  patients  experienced  noteworthy  rises 
in  blood  pressure  after  treatment  with  75  mg  PPA,  but  these 
ukrease3_wiiiJ«iii>Dtidbe  drug_relate£   _  ~  ... 

The  mean  pooled  systolic  and  diastolic  blcod  pressure  in  the  50 
mg*  3  PPA/placebo  study  are  shown  in  the  figure.  - 
.Qur  result  cpru^rmthat  PPA 

in  blood  pressure  even  when  the  amount  ingested  (150  rag/day)  is 
subsrahtiallyjugher  toitcarrimendecUimg  dose.  There  was, 
on  the  contrary,  a  reduction  in  blood  pressure  is  the  studies 
progressed. 

OlWlrit  HiDOtaMT  Qdx.  

i—  FiMtun, CaiJtiu* mios,U  3-A  RUDOLF E. NotLl 


V: 


Mm*  *y  italic  aod  dtaatallc  blood  pmaurv. 


-  UunrntrCliaic, 


Sn.-Dr  Gomrd  and  reneagues  (May  22,  p.  1 152)  listed  a 
Salmon  Ik  nnuport  septicaemia  treated  with  ceftazidime  1  g three 
times  daily  sis  fauureJThe  minimum  inhibitory  conccntrationfbr 
that  strain  was  0  -  25  jjg/ml.  Probably  the  dosage  was  top  low.  We 
ha  ve  t  rea  ted  a  3>ycar-old  African  man,  who  had  sickle-cell  anaemia 
»nd  an  osteomyelitis  with  S.  Jy&imurium  IMJC_0'_25  jJg/mJ), 
successfully  with,  at  first,  2-g  twice  daily  for  17  days  and,  after  in 
c^ration+igjtiricedailjLfbc-lidays;  The  bone  marrow  simple 
taken  during  operation  wasjtcrUc.  A  higher  dosage  is  probably 
required  in  ^dmoi^Sa-  (sod,  possibly,  Stifefta)  infections,  Of 
interest  would _be  info.rzratipo.oosusce^^  of.  to  jsolited 
organisms  to  other  currently  available  antibiotics  and  successful 
treatment  of  the_infecnons  by  ceTtazidirQe,  where  prior  antibiotic 
therapy  bad  failed. 


PhamodM.  Smam 
Wolfgang  Still* 


MYOCARDIAL  CARNITINE  DEFICIENCY  IN  ACUTE 
MYOCARDIAL  INFARCTION 

Snt ,  -Dt  Suzuki  and  coUesgues  (Jan.  9,  p.  1 16)  reported  decreased 
lerebLof  free  L -carnitine  in  thcjtryDesjtfhisLbXeh^  failure 
patients  and  a  coocomitant  rue  in  acykamitine.  These  changes  are 
rrlatcdtn  a  removal  of  accumulated  free  fatty  add  (FFA)  and  long- 
chain  acyl-CoA  csten  secondary  to  chronic  hypoxia  which  in  turn 
inhibits  adenine  nucleotide  translccase.1  This  metabolic  device, 
*l»o_  observed  in  dog  bewtJ_.during  the.reversjbje  phase,  o/ 
iscLtemia1  seems  to  act  as  a  servo  mechanism  tending  to  relieve 
myocardial  injury^  Suzuki  jet  si  suggested  the  adminisrntion  of 
oogenous  L-carnitine  during  acute  and  chronic  cardiac  achaemia. 
In  acute  experimental  ischacmia,  however,  progressively  more  total 
L-csmitine  is  lost  the  longer  the  ischacmia  lasts.1  The  two  findings 
strongly  suggest  that  the  maintenance  of  physiological  levels  of 
L<aniiunc  and  the  acykarnitine  to  free  carnitine  ratio  play  an 
important  roU  in  the  control  of  the  metabolism  of  the  injured 
myocardium.  —  - 

We  measured*'4  bean  L-carnitine  levels  it.  necropsy  us  seven 
patiena  who  had  bad  acute  nr/ocardialiniare^oosandlnfourwbo 

tissue  simples  were  removed  from  the  necrotic  area,  from  the  border 
rone,  and  from  the  healthy  myocardium;  whereas  in  the  controls 
L-carnitine  levels  were  Septra  rely  dctermtod  in  specunens taken 
from  the  left  ventricular  wells.  "The  necrotic  myocardial  areas  had 
lower  l<3umiti«  tevtls,  whik  to  tc 
utermedUte  values  between  necrotic  and  healthy  surrounding 
tissue  levels.  There  was  no  discrepancy  betvrcen  the  myocardial 
L-carnitine  values  in  the  controls  and  those  found  in  the  healthy 
sunounding  tissue  of  those  who  h*d  aied  from  myocardial 

infarction.  

We  did  not  observe  short  and  long  chain  carnitine  esters  in  the 
ussueirsgmcndofeiiher^grQup,  presumably  because  m  specimens 
removed  24  hafter deathaU  the  l-carnitine  content  is  present  in  the 
free  isomer  form,  at  a  result  oTnydrolysis  during  the  period  since 
death  end  during  stoage  at  -25*C  for  10-1$  day.  Therefore,  in 
our  experimental  model  free  Loriutine  corresponds  to  total 
carnitine.  TnaJratementh)iupp6rie^rjy  to  fact  that  the  tissue 
L-carnitine  levels  we  found  in  the  healthy  nryocardrum  were 
identical  to  tbe-total  L-carnitine  levels  mesured  by  CederWad  in  the 
myocarmumc/hean  surgery  patients.1  


1.  CidiiSbS  QMmhmm  a,  Umtomm  X.  Cmrwimm  wfa 

mm.  am  Ohm  Aim  ma  tat  in. 
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I.  STUDY  PURPOSE 

The  purpose  of  this  stGdy  Is  devaluate  the  efficacy , .tolerance, ,  and 
iafetv  of  phenylpropanolamine  HCI  (PPA)  vs  placebo.in  the  treatment  of 
exogenous  obesity  In  patients  with  controlled,  stable    hvpertens4 *'e 
diseases . 

II.  PATIENT  POPULATION  PROFILE 

The  patienr  population  profile  included  twelve  (12)  patients  in  the  age 
range  of  25  to  67  years  with  exogenous  obesity  and  controlled,  .-cable 
hypertensive  disease. 

A  controlled,  stable  hypertensive  disease  was  defined I  as  diastolic  bloody  _ 
pressure  at  or  below,  94 -imBg,  _  The_hyp_ertensiye  disease _  .state  was  controlled 
with  thiazide,  with  and  without  concomitant  potassium  supplements. 

Exogenous  obesity  was  defined  as  at  least  10Zf  but  not  more  than  55Z  over- 
weight a:.  caK.lared  using  the  revised  Metropolitan!  Life  insurance 
Company  Statistical  Book  47:1,  1966. 

III.  PATIENT  EXCLUSION  CRITERIA 


1.  Patients  currently  using  concomitant  medication  which  would. interf ere 
with  the  evaluation  of  safety  and /or  efficacy,  i.e.  MSO  Inhibitors. 

2.  Patients  who  have  suffered  a  recent  (3-6  months)  myocardial  infarction 
or  with  severe  cardiac  decompensation. 

3.  Patients  who  have  had  recent  (3-6  months)  surgery. 

4.  Patients  with  elevated  venous  blood  pressure. 

5.  Patients  with  unstable  or  accelerated  anginal  episodes. 


6.  Patients  who  exhibit  complications  of  hypertenstion  or  arteriosclerotic 
cardiovascular  disease,  such  as  cerebral  ischemia  or  uremia. 

7.  Patients  who  cannot  adhere  to  the  protocol  visit  schedule. 
3.    Patients  who  are  pregnant  or  lac  ta  ting. 

3.    Patients  who  have  been  on  weight  feJuctiQnprcgrams_pr  medication 
during  the  three  weeks  prior  to  this  study's  initiation. 

STUDY  DESIGN 


The  scudv  was  a  single-blind  crossov er  study  which ex tended  for  six  weeks 
according  to  the  following  medication  and  dosage  schedule: 

"tj*  1        P_hehylrrboanolamine_35.m«.  caffeine  100  nit  t.i.d. 
WEEr  •*  h6u^  before  meals> 
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STUDY  DESIGN  (continued) 
WEEK  3 

WEEK  4     PI1"B°'  5:i;d-   (10  &  4  p.m.)  ;  washout  period 

WEEK  5 

Phenylpropanolamine  75  mgi  b.d.   (id  a.m.) 

WEEK  6 

Data  was  collected  according  to  the  following  schedule: 

INITIAL  VISIT  (Day  0) chest  X-Ray,  Background  &  Clinical  Data 

T."EEKLY  VISITS... Body  Weight,  Vital_Signs  {oral  tempera- 
Cure,  blood  pressure,  pulse).  Appetite  Suppression  (degree,  duratK  i) , 
Side  tffects  ' 


BIWEEKLY.VISITS.,.....:.  Physical  Examination,  Supine  Electro- 

cardiogr^h_  Tracing, Blood  Pressure  and  Pulse  »j,X2  &  4  hours  after 

initial  dose.  ]_ 
STATISTICAL  METHODS 


Analysis  of^variance  (t-tests)  was_p_erforn._ed_on  the  differences  beJEveen  - 
baseline  values  and  (a)    biweekly  treatment  group  values  and  (b)  biweekly 
treatment  Rrouo  values  taken  at       1,  2,  and  4  hours  for  blood  pressure  ar»d 
pulse  measurements. 

These  variables  were  also  tested  for  significant  differences  for  each  treat- 
ment groupdurlng    each  treatment  week  (i.e..  weeks  1  vs  2,  week  3  vs  4 
week  5  vs  6):  —    '  — -  • 


laboratory  values  (glucose,  triglycerides,  cholesterol, 
s  dium,  potassium,  chloride  and  oral  temperatures}  were 
ficiant  differences  between  baseline  and  of 


GCTP,  SCOT,  LDH, 
re  compared  for  slghl- 
*twe«n  baseline  and  end  of_treatment_group  values. 
Also,  laboratory  values  for  placebo  v*  medicated  treatments  were  compared. 

Hunger  feeHngs  J  appetite  suppression)  and  weight  loss.measurements  were 
examined  for  differences  between  baseline  and  end  of  treatment  group  values. 

A  95  s  confidence  level  was  used  to  test  the  statistical  significance  0f  the  data. 
STL'DY  RESULTS 

A.       PATIE3T  POPULATION  PROF  I  EE 

Ten   °f  the  initial  twelve  patients  completed  the  study.    Patient  U 
and ..tfiP_conpleted_£he  first  crossover  leg  but  were  discontinued  because 


of  protocol  violations  (using  an  MAO  inhibitor  and  previous  time 
ccrnnitnents,  respectively).  Neither  patient  reported  iny  adverse  r 

Table  presents  the.patiaoc  population  profile  in  terns  of  age,  sex 
and  weight/height  characteristics. 


eac  ti  or.s. 


;  419 

K     *  *■ 
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T,\BLF  "li     PATIENT  POPULATION  PROFILE 


NUMBER 


PATIENTS  ENTERED  PATIENTS  CCTfPLETED 

12  10 


SEX 

Male  3  J 

F«aale   ?   8 

ACE  (YRS) 

Mean  -54:5  5A.A 

Range  25-67  ______25-67^ 

BODY  FRAME  - 

Saall  0  0 

Mcdiua  7  7 

targe  3 

Z  OVERWEIGHT 

Mean  26.62  23. 8Z 

Range  12-54  12-54.  _ 


INITIAL.  WEIGHT                               ._.    .  1?g  g 

Mean  184,7 

__Range                                     149-284  1^9-284 

IDEAL  WEIGHT 

Mean                                         139,9  ..137,2 

Range   125-184   125-184 


B.     VITAL  SIGNS  DATA 

I .    Blood  Pressure  and  Pulse  Data 

a.     Baseltne-vs  Biveekly  treatment  Values 

Table  2  lists  the  mean  and  range  values  for  olood  pressure  and 
pulse _ value?  at  baseline  ana  at  end  of  each  treatment  period,  Figure 
1  displays  these  values  graphically. 

Kb  statistically  significant  differences  were _found__between_base- 
Iitie  values  and  end  of  treatment  values  for  blood  pressure  or  pulse 
measurements. 


1\BLE  2:     fVwNa.E  .VAU'ES..0E.BIQCD_r5.ESSCR£_.((»silR)..&  PUXSE  RATE.  DATA  ,(beit37ml  nut«  j  - 
AT  THE  END  CF  EACH  TREATMENT  PERIOD  (Mean  Values  Wi».!iin  Parenthesis)  N-IO 

MEASUREMENT 
Standing  Pulse 

BASELINE 
56-BB  (73.0) 

-WEEK- 2 

asog  ppa) 

100  mg  caffeine 
66-96  (76.6) 

UEEK  6 
(Placebo) 

56-88  (75.8) 

WEEK  6 
(75  cir .  PPA) 

__60-98  (80.0) 

Supine  Pulse 

56-92  (73:3) 

56-83  (7215) 

56-86  (73:6) 

66-96  (76.2) 

Standing  Diastolic 

76-92  (8612; 

70-96  j;e2>0) 

70-90  (82.2) 

**-«  (flO.2) 

Supine  Diastolic 

70-96  (83.6) 

60-90  (80.0) 

62-90    (81  .2) 

(79.6) 

Stand inis  Systolic 

1  16-162  (130.6) 

100-166(125.2) 

116-168  (127.8) 

100-158  f 12A ,2) 

Supine  Systolic 

116-170  (133.3) 

108-166  (127.8) 

112-150  (132:6) 

90-150(129.6) 

Figure  1.  MEAN  BLOOD  PRESSURE  (mmHgj  AND  PULSE  RATE  (beats/minute)  VALUES 
AT  BASELINE  AND  END  0?  TREATMENT  WEEKS. 
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i.     stvpy  assn.rs 

1.     Blood  Pressure  arid  Pulse  Race  Data  ^oncinued) 
b:    Baseline  vs  V  1.  2,— and  &  Hottr-Valnes 

Table  3  Uses  che  means  and  che  range  of  valuts  for  bipod  pressure 
and  pulse  measurtnencs  oc  baseline  and  at  'jA  U..2  and  4  hoursjolloulng 
the  first  rotfdlcacIdn.dosage_for_aU__chree  creacrnenc groups,    r  Inures 
:  through  U  display  che  means  of  chese  values  graphically. 

No  cllnlc3l^  slgnlf  lcanc  differences  Were  found  .between  the  mean 
blood  pressure  and  pulse  values  at  basel loe4  and _*jt„„l,.  2  and  U  hours 
following  the  first  raedlcatioo.dosage,  _al_though_eleven  statistically 
significant  differences  were  seen.    Clinical  lnslgnl f lcance  is  easily 
determined  bv_ex3mlnlng  (a)_che  small  changes  between  baseline  values 
and  (b)  che  small  differences  between-"te*c5ookM  values.for.nonnocenstve; 
oaclencs  (dlascollc  blood -pressure,  60-90  mmHg;..systpl lc  blood  pressure, 
•.0C-!i0  mmHg:  pulse,  70-90  msHg)  and  creatnent  values. 


•  lulitllf*:  si|nlfie#m  ptfif»r«re»i  (p<fl.0J) 
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Figure  2.  MEAN  BLOOD  PRESSURE  (mmHg)  AND  PULSE  RATE  (beats/minute)  VALUES 
FOLLOWING  TREATMENT  ONE  (25mg  PPA,100rtig  caffeine, tid). 
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Finure  3  MEAN  BLOOD  PRESSURE  (mn.Hg)AND  PULSE  RATElbeats/minute)  VALUES 
FOLLOWING  TREATMENT  TWO  (placebo). 
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Fiqure  4;  MEAN  BLOOD  PRESSURE  (mmHg)  AND  PULSE  RATE  (beats/minute)  VALUES 
FOLLOWING  TREATMENT  THREE  (75mg  PPA,  OD) 
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''I.        ST.'PY  RESULTS 

1.      Blood  Pressure  and  Pulse  Daca  (continued) 

c.     Iricfaweekly  Treatment  Compirisbhs 

No  significant  differences  were  found  between  any  blood  pressure 
or  pulse  measurements  within  treactacne  weeks  in  all  three  treatment 
groups,  as  shown  in  Table  5. 


TJltrii             ILUOO  PUSSl'K  (mi|t  »M»  rVLIt  ffcMta/«lmil«>  MSELIMt  AMI  l«7*A7*tA7?tlk1 

it'T"j  rmsut 
Dlaatoll:  (Ending) 

T*UT*t*T  I 
(JJ  >.  PPA. 
100  ■!  c.f frln*. 

 t.t.J.l. 

ytor  I        wtnt  ; 
«).2  i:.o 

TIWT>lWT  2 

nn  3       vttg  * 
it.:  i2.2 

jiuwin  3 

IH  mi,  PPA.  oD 
L'lD,  1           Wtf*  1 
11.4              B0. 2 

D.I  S0!6 

10.1  11.2 

ij.i  ri.i 

121.0  121.2 

127.2  l.i.2 

1J2.4 

Swttetk  (Svp>«) 

iim  i:7.i 

13). a  179.1 

lull*  <St«rWlr>|J 

78.1             71  * 

71.1  lit 

71.1  10.0 

(S.7ln«) 

71,1             72. 1 

73.0  73.1 

7J.I  71.2 

Laboratory  Blood  Analysis~Data 

a.    Baseline  vs  Biweekly  Treatnent  Values 


 No  sigoif icant .differences _were  found  _becwecn_any_laboraCory 

variables  for  all  study  treatments.  These  rerults  are  presented 
in  Table  6.   


TAItl  1:    "U*                   V4UTJ  F0>  IAS  CI  Ml  AID  IIVKKLY  TiUnitt  VMAIS  <*■»« 

LA|CVATt»T 
T!ST 

ii- no 

lAsaint 

—  . 

106.7 

ntAwnrr  t 

Clag  PPAE100ns 
Ciri>lr*.tltit 

IHIATKtXT  I 
{PUctitkjt 

T*IATM!*r  3 

104.0 

101.2 

Clucot*  (c</dl) 

100,7 

74-141 

:«> 

172.9 

194.1 

11  m.  0 

11J-J0O 

2i9,l 

Cfelaitcfol 

214.1 

241.0 

«T?  <uM> 

;-u 

47.1 

20.1 

17. C      (  20.0 

SCOT  U/U 

10-13 

21. b 

27.  J 

:>.i 
 — - — 

»;. 

LDH  (u/l) 

iet>:?j 

ISt,-_| 

It  D.  9 

161.1 

111.3 

SMt  JS  'MO/11 

UJ-i*l 

139.1 

140.4 

141.3 

140.; 

3.5- JO 

*•' 

..1 

1.2 

4.1 

CMittd*  (■•0/1) 

•1-110 

101.9 

101.9 

102. S 

102.2 

27-436  0-84-27 


416 


414 


VI.        STUDY  RESULTS 


•  a Baseline  vs  Biweekly  Treatment  Values  (continued): 
 Table_7  list s_the_ pat  lent s_with_lflbpra 

normal  range.  Laboratory  values  which  increase  continually  or 
sporadically  are  listed  In  the  bottom  half  of  the  table. 


?*iu  i>  r*mim  vm  ummtcm  VAtto  out  or  m  iomal  wwa  (*-io> 


cirUi 

CMlaf- 
t«rol 

CCTP 

SCOT 

LOW 

fatflg* 

feitttlu* 

CIlKOM 

Chlortit 

i 
I 

l 

•i»J 

•ill 

■j — 

4 

lui 

*tJJ 

• 

■iii- 

~*  

!J — J 

•0> 

•til. 

TrtglytarUaa 


Caolriorol  

LOU  Ml) 
COT  (w/lj 


main 

2 
J 
f 

10) 

u 

Hi 

no 
T53 

10* 

3 
7 
1 

i: 

Jot 
7-7 
HT 
~Tj 

170 

m 

1 

7 

f 

443 

317 

m 

13 

112 

200 

11 

HI 

"71 


m 
i*i 


WOT  » 


Valuaa  ^KruiH  *r  IncrcjBvd  ir»r«4ictltr  froa  ttuijMt  vflgit. 
Vll»#»  jfCr*'f«4  ot_lncc««llM_£*siiiMMiix_frM  ha  ••)!»•  v*)«t*. 

Hjattt  iLntuii  oatiltfa  tha  naraat  rant*.  

Valvaa  mm  tha  narwl  rtoft  ara  uniarUtrt  mii 
lalwaa  balcw  (ha  niuI  ranga  ara  *«riarltn«4  tvlca. 
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VI.      STO?  RESULTS 

2.    Laboratory  Blood  Analysis  Data  (continued): 

b .    Biweekly  Laboratory  Values 

With  Che  exception  of  one  instance,  statistical  comparisons  of  lab  values 
between  treatment  one,  two  and  three  showed  no  significant  differences. 
The- exception  occurred  between  treatment  one  (25mg  PPA,  lOOcg  caffeine, 
tid)       1  treatment  three  ( 7 5rag  PPA,  od)  glucose  levels.    At  week  2, 
the  .nt  iLi_glycose_value  was  I08_.PmgZdl.  and  «t_ve_ek_6_the  mean_glucose 
value  had  decreased  to  99.4mg/dl  (pC.05),  a  change  of  8.6tng/dl. 


3  ;    Oral  Temperature  Values 

Oral  temperature  values  did  not  fluctuate.  All  temperature  values 
were  98.6. 


C.    WEIGHT  LOSS  DATA  (Efficacy  Analysis) 

Patients  receiving  phenylpropanolamine  lost  more  than  1  pound  per 
treatment  week  as  shown  in  Table  8. 


T\Sti  3:    MEAN  CVMl'UTIVE 

VXICHT  LOSS/WEEK  (Ibt) 

TREAPfEKT 

kTTCKr  LOSS 

2S*T  TPA  (tid)  

 -t.l 

 -1.4 

These  _values_exceed..the_  FDA  finding  of _a  aeaC_weight_lo_ss._Qf  I_po_utid__ 
per  week  among  10,000  patients  receiving  prescription  weight  loss  aids. 


Ninety-three  percent  (932)  of  the  patients  reported  that  they  experi- 
enced none  or  slight  hunger  feelings  after  receiving  25mg  PPA  (tid),  or 

75xg  PPA  (6d).  .Seventy-one  percent  (7IX)  of  the. patients  reported  • 

that. they  experienced  moderate  or  marked  burger  feelings  after  receiving 
treatment  2  (placebo) . 


t>:     SIDE  EFFECTS 


One  patient  (>'7)  reported  feeling  nausea  and  dizziness  during  the  first 
week  of  nedication  (25mg  PPA,  t.i.d.). 
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VII.  CONCLUSIONS 


The  lack  of  cHnically  significant  differences  between  baseline  and  1, 
2  and  4  hour  blood  pressure  and  pulse  values  provides  safety  data  for  the 
use  of  phenylpropanolamine  appetite  *»  .ppressan t  produc  ta  by  atabl e ,  con- 
trolled hypertensive  patient  populationa.     In  addition,  differences  between 

bosel ine _and_end_of  trea teen t_ values  showed  nonr significant _d if ferences  

for  all  comparisons  plus  in era weekly  treatment  comparisons  showed  no  signi- 
ficant differences.  These  results  Justify  the  continuation  of  chia  pilot  atudy. 

The  effectiveness. of  phenylpropanolamine  appetite  suppressant  a  ids. for 
stable,  hypertensive  populations  vas  also  substantiated  in  this  pilot  _ 
st^y*    Tb?  PacieOcs_r_eceiying  25mg  (tid)*_and  75  ng  (od)  shoued  ajaean 
weight  loss  of  l .9  pounds  and  1.4  pounds  per  week,  respectively,  which 
exceeds  the  FDA  finding  of  a  mean  weight  loss  of  1.0  pounds  per  week  for 
10,000  patients. receiving  prescription  weight  losa  aids,  as  presented  in 
the_  fTleview__of  Aophetamihe-Like  Drugs. by.  Che  FBD"  in  Obesity  in  Perspective 
(Vol  IT,  Pare  II,  Bray*  GA*_ed._  JCashioBCQ"*  DCi_C0.vecomen£  ?rinting_Of f ice, _ 
1976»  RP?**ir**?).-_  The i  incidence  of  reduced  hunger  feeling  (86X)  was  greater 
anscng  patients  receiving  active  Dedication. 


plus  lOOrag  caffeine. 
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1700  P*nmytv6n«  Av«**  N  V/WOihtngioo.  D  C  20006/ Pfwr*  ( 20?)  090  1700 


Aagist  27,  1982 


Arthur  Hull  Hayes,  Jr.,  M.P*__ 
Commissioner  of  Food  and  Drugs 
Dockets  Management  Branch  (HFA-305) 
Room  4-6  2  - 
Food  and  Drug  Administration 
5600  Fishers  Lane 
Rockville,  Maryland  20857 


Reply  Comments:  Weight  Control  Drug  products 
for  Over-the-Counter  Human  Use;  Establishment  of 
a  Monograph;  Advance  Notice  of  Proposed 
Rulemaking, -47  Fedi.  ggfl^  8466  ^fe-f^ r 
(February  26 .  1982),  Docket  No.  81N-0^U 

Dear  Sir: 

Comments  were.due  on  July  26,  1982,  on -the  above  jproposal, 
which  consists  of  a  Report  and  Proposed  Monograph  of  tne 
Advisory  Panel  on  0?C  Miscellaneous  Internal  Drug  Products, 
convened  by  the  Food  and  Drug  Administration  under  its  OTC  Drug 
Ilviev).    Reply  cedents  were  to  be  submitted  by  August  27,  1982 

These  reply  comments  are  filed  on  behalf  of  The  Proprietary 
Association,  a  101-year-old  trade  association, ...the active 
members  of  which  are  engaged  in  the  manufacture  and 
distribution  of  nonprescription  or  over-the-CQunter_m^icinal 
products.    Members  of  the  Association-are  subject  to^the^ 
Federal  Food.  Drug  and  Cosmetic  Act  (21  U.S. C.  301,  et_s*3.) 
and  are  interested  in  and  affected  by  this  proposal. 

These  reply  comments  are  not  intended  to  supersede  any  which 
may  se  filed  by  individual  members  of  the  Association. 

Comments  which  Assert  that  Phenylpropanolamine  Causes  High 
Blood  pressure  or  Other  Adverse  Reactions. 


The  principal  concerns  of  the  Center  for  Science  in 
the  Public  Interest  (CSPI)  regarding  the  safety  of 


fUmEMNTNG  MANUFACTURERS  O  NONPAQCWPnON  M£D<tNE5 


420 

:  <?  f 
*  ..  .  * 


418 


phenylpropanolamine  rest  on_what_CSPI_describes  as    the  Known 
tendency  of  PPA  to  raise  blood_pressure^...*_  (CSPI,  p,  To 
the  contrary,  there  have  been  no_atudies_8Ubmitted_or__citei  by 
any  participantin  this  proceeding  that  suppoct_tbe_prpposltipn 
that  PPA_haa_-.  "known  tendency*  to  raise  blood  pressure  at  the 
dosage  levels  recommended  in  the  ANPR. 

In  its  discussion  of  the  relationship  between  PPA  and 
hypertension,  CSPI_states  that  after  the  Panel's  report  on 
weight  control_products_cpntaining  PPA  was .submitted  to  PDA  in 
1979  "several  reportsof _alarmin3_cardipyascuiar .reactions  to 
recommended- quant i t ies  of  PPA_appeared_ i  n_  t he_ t he_raedical 
literature."  (CSPI,  p.  6*J_  "In  responseto  this_evidence,"_ 
CSPI  goes  on  to  state,  "PDA  took  regulatory  action_to_remove_ 
from  the  market  all  weight  control  products-containing  stngle, 
immediate-release  doses  of  greater  than  37*5  mg-Of  PPAand  — 
t imearrelease  doses  of  greater  than  75  rag."  (CSPI,  p.  6^)  This 
is  incprrectJ.__ln_actuality  the  action  by  PDA  to  limit  products 
to  single*  immediate-release_dbses_bf  hot  greater  than  37^5  rag 
of  PPA  and  timed-release_doses  Pf_ not .greater  than  75  rag  was 
based  on  the  agency's  position  that_prPducts  which_contained 
higher  doses  were  not  raarketedOTC  prtorto  December_5*_1975,_ 
and  were,  therefore,  "new  drugs."    (47  Ped.  Re^.  8463*  February 
26,  1982.) 

CSPI  cites  the  double-blind  trial  reported  by  Horowitz,  et_al^, 
in  1980  as  substantiation  for  its  assertion  that  the  available 
evidence  does  hot  support  a  Category  I  classification  for  any 
dose  of_PPA*_  The  Association  commented  extensively  oh  the 
Horowitz  study  isee  p.  5_bf_PA  Comments) L  and  how  wishes  to  add 
that  the  study  by  C*_A-_Mitchell*  referred  to  oh  page  7  of  bur 

comments,  did  not  report  comparable  results_with_the  50  rag   

timed-release  portion  of  the  study* _ _In_a_cross-over  study,  six 
normotensive  volunteers  received  placebo  or  50  mg  PPA  plus  0.25 
mg  belladonna  alkaloids.    Blood  pressure-and  pulse  were 
recorded  every  15  minutes  for  the  first  90  minutes  and  every  30 
minutes  for  the  next  90  minutes  after  dosing.  Mitchell 
reported  hp  statistically  significant  differences  between  drug 
and  placebo  on  mean  arterial  pressure  or  pulse* 

Nor  did  11  percent  of  thosepersona  who  received  50_mg  of  PPA 

in  a  timed-release  form  in  the  Horowitz_8tiidy_develop  _   

■significant ,  sometimes  severe  diastolic  hypertension*"  as_CSPl 
asserts.    (CSPI,  p.  6.)    Horowitz  reported  that  four  of  the  37 
subjects  had  a  diastolic  reading  of  100  or  more,  and  reported 
that  one  of  those  four  participants  bad  a  maximum  supine  blood 
pressure  of  145/110  mm  Hg.    Presumably  the  subject  with  the 
145/110_mm_Hg.  reading_had_the  highest  diastolic  reading  of  the 

four  subject s_with_reading3_pf _100_pr_rabra._  this  i^   

equivalent,  however,  to  reporting  that  the  subjects  had  "severe 
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diastolic  hypertension,"  as  CSPI_statesi_nor  did  Horowitz  so 
classify  those  subjects.    Moreover,  although_Horowitz  stated 
that  three  subjects  in  the  85  mg .port ton  of  the_ study  received 
anti-hypertension  therapy,  he  aid  not  report  that  any  of  the 
subjects  in  the  50  mg  portion  of  the  study  received 
anti-hypertension  therapy. 

CSPI  farther  asserts  that _one  would_expect  the  elevated  

diastolic  blood  pressure  readings  reported_in  the  subjects  in 
the  Horowitz  study  who  received  a  5Q  mg  timed-release  capsule 
to  occur  in  more  people  if  a  75  rag  dose  were  ingested.  (CSPI, 

I*  fact,  the  Noble  study  cited  on  page  7  of  our 
comments  demonstrates  that  no  such  result  occurred. 

The  speculations  of  CSPI  are  further  negated  by  the  fact  that 
in  1981  approximately  five  billion  doses  of  PPA  were  taken  in 
the  form  of  cough/cold  and  weight  control  OTC  produces, _wtth 
only  a  handful  of  reports  of  adverse  reactions,  which  appear  to 
be  either  idiosyncratic  or  due  to  overdoses. 

The  comments  of  the  California  Association  of  Neurological 
Surgeons/  Inc.  and  those  of  Arthur  F,  Shinn,  Pharm.  0. ,  Beecham 
Laboratories,  raise  a_similar_saf ety '  concern  when  PPA  is 
ingested.    However,  the  reports  cited  in  those  comments  simply 
do  hot  indicate  chat  there  is  a  relatioosbip_between_PPA  and 
the  reactions  reported- when. PPA  is  ingested  at  the_dp3e_levels 

recommended  in  the  AWPR.    The  eommentsof  the  California.   

Association  of  Neurological  Surgeons,  for  example,  report  three 
cases  of  adverse  reactions  after  ingestion  of  PPA.  Case_l_and 
Case  2  are,  respectively,  a  report  of  an  overdose  of  an  OTC 
veight-control_product  -,  and  a  report  of  ingestion  of  an  illegal 
■look-alike"  product..  Case_3_is_a  report  of  ah  adverse 
reaction  after  the  ingestion  of  an  OTC  'diet  pill,"  which  is 

hot  otherwise  identified.    As  to  Case  _  3,_it_shp_uld_alsp  be  

noted  that  the  report  states  that  vomiting  occurred_immediately 
after  ingestion  and  that  the  adverse  react  ion  occurred  aftejr. 
the  vomiting.    It  is  unlikely,  therefore,  that  the  adverse 
reaction  resulted  from  the  ingestion  of  the  "diet  pill." 

Similarly*  the  reports  cited  by  Shinn  involved  overdoses, 

ideosyncratic  reactions  and/or _illegai_cpmbinations.    Case  1  

involved  a  patient  with  a  history_of_epilepsy_whp  had  a  seizure  . 
apparently  coincidentally-With-the  ingestion_of  two_combination 
cough/cold  products.     In  Case  2  the  patient  had. consumed  three 
to  five  ouncei  of  whiskey  just  prior  to  ingesting  two  "black  ^ 
capsules,"  each  containing  a  combination  of  200  mg_ caffeine,  25 
mg  ephedrine  and  50  mg  PPA,  a  combination  which  PDA  has  since 
declared  to  be  an  unapproved  "hew  drug."     (47  Ped.  Reg.  35344, 
August  13,  1982.)    Case  3  again  involved  two  "black  capsules" 
containing  the  same  illegal  combination. 
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CSPI  asserts  that  the  recommended  label  warning  is   

inconspicuous  and  inadequate  to  protect  persons  who  have   

hypertension,  heart  disease,  diabetes  or  thyroid  disease  from 
ingesting  weight  control  products  containing  PPA.    (CSPI,  pp. 
12-13.)    As  an  examination  of  the  label  warnings  on  these 
products  shows,  the  warning  is  clear  and  conspicuous,  as, 
indeed,  Section  502(c)  of  the  Act  and  PDA's  regulations  require 
it  to  be. 

CSPI  further  asserts  that _*Iclons_umers  have  an  understandable 
tendency  to  believe  that  drugs  available  on  an  OTC  basis  are 
safe  for  most  potential  purchases, ...  ."  (CSPI,  pp.  12-13, l__We 
believe  that  this  is  true  and  that  it  is  also. fully  consistent 
with  the  philosophy  of  making  medication  available  to  the 
consumer  on  ah  over-the-counter  basis.    In  stating  that 
consumer 3  do  hot  read  labels  because  they  believe  that  OTC 
medicines  are  unqualifiedly  safe  for  everyone,  CSPI  is  not 
really_questigning_the_safety_pf _PPA  as  an  OTCi  it  is  really_ 
quest ioning_the_fundamental_principie_of  seif-medicatibh  itself 
—that  people  are  capable  ofusing  an_OTC  safely  and. 
effectively  if  they  follow  labeling  directions. 

Comments  which  Assert  that  Phenylpropanolamine  is  Unsafe 
Because  of  Alleged  CMS  Effects  

CSPI  states_that  PPA  is i  unsafe  for  use  in  weighfc  cbhtrbl 
products  because.of .reports  of  adverse  CNSeffects  resulting 
from  the  ingestion  of _PPA^_  CSPI_concedes_t hat _"[nlon_  of  these 

incidents  proves  definitively  that  PPAcancausemental   _ 

derangement,"  but  contends  that  "the  structural  similarity  is 
there..."  between  PPA  and  the  amphetamines*  sdrenaline,_and  _ 
related  sympathomimetic  amines.    (CSPI,  p. 3.)    CSPI  couples  the 
structural  similarity  with  case  reports  in  the  United  States-- 
and  other  countries  linking  PPA  with  adverse  CNS  effects.  CSPI 
cites  several  reports,  including  the  pietz  survey  listed  in  the 
preamble  to  theANPR _as  Reference  ?£  as .support  for  the 
propositionthat  there  haye_feeen_"scattered_accpunts  that  even 
normal  dose3  of  PPA  may  sometimes  cause_or_aggrayate  psychotic 
episodes,  hallacinations/or  other  severebehavioral 
aberrations  that  mimic  amphetamine  reactions."    (CSPI,  p. 3.) 
we  submit  that  the  Diets  survey  does  not -support  the 
proposition  that  there  are  adverse  CNS  effects  associated  with 
the  use  of  PPA  at  the  dosage  levels  of  the  products  currently 
marketed  or  the  dosage  levels  proposed  by  the  Panel.    As  CSPI 
points  out,  the  bietz  survey  is  composed  of  scattered 
accounts,    (CSPI,  p.  3. )    In  addition,  the  seven  cases  referred 
to  in  the  Diets  survey,  which  were  taken  from  record  cards  of 
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pa„tientsin_  emergency,  rooms*  are_accounts_pf_ispiated_ cases  of 

individual  adversereactions. _  There  was  no  possibility  of_   

verification  of  the  actual  doses  of  PPA  taken  since  the  PPA  was 
not-taken  under  controlled  conditions,  and  there  was  no 
follow-up  to  determine  whether  the  symptoms  reported  were 
repeated  under  the  same  or  different  circumstances. 

The  other  reports  cited  by  CSPI  (CSPI,  p. 3,  fn.  9)  also  fail  to 
support  tbeproposit ion  forwhich  CSPI  cites  them,  Withregard 
to  the  Achor  and  Extein  report  of  precipitation  of  bipolar 
affective  disorder  in  three  patients  who  had  been  faking 
diet-aid  products  containing  PPA,  one  patient  had  been  taking 
twice  the  recoKjm ended  dose,  and  the  dosage  for  the  other  two 
patients  was  hot  reported.    Therefore,  one  of  the  cases  clearly 
involved  an  overdose,  and  the  remaining  two  ca3es_may_haye  as 
well .  _  F  urthermore^  accord ing_ to  the_reporti_all_three_pat ients 
had I  histories_of  mood  disorders,  _Pinally>  the  report  did_not_ 
describethe  patients*_psychiatric  status  iramediately_prior  to 
taking  the  diet  aids*  or  after  they  were  withdrawn*    It  is 
therefore  impossible  to  evaluate  whether  PPA  played  any  role  in 
the  psychiatric  episodes  reported. 

The  Schaffer  and  Pauli  report  cited  by  CSPI  involved  one 
pat ient  who  ingested  three  to  five  pi  lis  each  day _frpm_ two 
separate  bottles  of  diet  Pills.    Obviously^  the  reaction  of 
that  patient  is  of  no  use  in  any  evaluation  of  PPA* 

The  report  by  Norvenias,  et  al..  cited  by  CSPI,  dealt  with 
complaints  to  the  Swedish  Adverse  Drug  Reaction  Committee.  It 
is  unclear  from  the  report  whether  the  total  number  of 
complaints  was  61  or  65.     In  any  event,  five  pat ient s  were 
reported  tp_ have  had  psychpt ;ic  episode;,  but  the.  report  _does__ 
not  give  dose  leyels_fpr  any. of _ the_patients._  since  48  of  the 
Patients  were  under_age_15>  it  is  probable  that  many  of  these 
patients  ingested  accidental  overdoses.    Moreover,  the  report, 
specificallynotes  that  one  17-year-old  male  had  taken  "large" 
quantities  of  a  PPA  and  brompheniramine  combination  product. 
In  View  of  the  absence  of  data  on  the  precise  dosage  ingested 
in  each  case,  the  report  essentially  has  no  probative  value. 

The  Wh&rtph_repprt_reiied_uppn_by_CSPI_ describes_a_psychotic_ 
episode  in  a  patient  taking  a  cold  medication  containing  12^5 
mg  of  ppa,  phenyl t oxolamine,  phenacetln  and  t honzylamine.  He 
exhibited  paranoid  psychosis  after  an  eight-day  period  in  which 
he  had  ingested  30  tablets.  -He  was  treated  for  the  paranoid 
psychosis,  but  eight  weeks  after  recovery  he  suffered  a  similar 
reaction,  although  he  was  hot  taking  the  cold  medication  at  the 
time.    Therefore,  the  psychotic  reaction  apparently  did  hot 
result  from  the  ingestion  of  PPA. 
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Finally/  CSPI  cites  the  Kane  and  Greene  report  of  three 
patients  who_tpok_hasai_dec6hiestahts  containing  PPA.  The 
reacfeionof _two_of  the  three_patients  simply  does  not  support 
the  Center's  position^.  One  of _the_patients  had  previously  been 
treated  for:  undifferentiated- schizophrenia..  That  patient 's___ 
reaction  may  welt  have  resulted  not  from  the  ingestion  of  PPA 
but  from  a  preexisting  mental  condition.    Another  patient  had 
used  "two  bottles"  of  the  decongestant  within  one  week.  There 
is  ho  indication  as  to  the  actual  amount  of  PPA  taken  at  any 
one  time.    Accordingly,  once  again,  the  report  cannot  be  cited 
as  support  for  any  proposition  concerning  PPA. 

To_sumoarizei_the_f ive_published  reports  discussed  above 
include  13  patientswbo  experienced_psychotic s  episodes.  Three 

of  the  patients  were  chiiOren_a_years_old_or_younger/_whp  

probably  ingested  accidental  overdoses,  and  one  patient  was_a 
17-year-oia  who  reportedly  had  taken  "large  quantities"  of  a 
PPA  and  brompheniramine  combination  product.    Among  the 
remaining  nine  patients,  one  had  taken  more  than  the  recomended 
dose;  another  may  have  taken  more  than  the  recommended  dose 
ithe  only  information  available  was  that  the  patient  took  "two 
bottles');  one  apparently  took  two  PPA-containing  preparations, 
but  dosage  was  not_specif ied;_fpur_had_histories  of  affective 
illness  or  schizophrenia_and_one_ofthese_took_more  than  the 
recommended  dose;  and  one  patient  experienced  anotherpsychotic 
episode  eight  weeks  after  he  had  discontinueduseof  products 
containing  PPA.    Moreover,  it  should  be  reiterated  that 
substantially  all  of  the  complaints  reported  by  Norvenius,  et 
*±r,  were  complaints  of  restlessness,  irritability*  «tc._ 
Purthermbre*  these  reports  primarily  involved  children  15  years 
old_and_younger_and*  therefore,  jost  of  the  cases  undoubtedly 
involved  accidental  ingestions  or  overdoses. 


CSPI  also  cites  another_case  in  which  allegedadyerseCNS 

reactions- occur  red.    (CSPIp.  7.)    Thecase  insoived_a  

44-year-old  woman  who  developed  "confusion  [and!  grand  mal 
seizures"  approximately  an  hour  after  taking  a  75  mg 
timed-release  weight  control  capsule.    As  a  careful  reading  of 
the  report  of  the  incident  indicates,  the  woman  had  previously 
experienced  grand_mal_seizure  reactions  to  cough/cold 
medications..  Therefore*  her_grand  raal  seizure  reaction  was 

idiosyncratic.    There _is* .moreover *  _no  established  

contraindication  for  sympathomimetic  drugs  for  epilepsy. 

Relying  on  Porter  &  Dtetach*-Inc._v.  Federal  Trade  Commisson#_ 
90  PTC  770  (1977),  aff'd,  1979-2  Trade  Cases  1  62,796  (7th_Cir. 
1979),  CSPI  asserts  that  PPA  is  unsafe  because  the  advertising 
for  weight  control  products  containing  PPA -which  does  not- 
include  a  health  warning  is  misleading.     (CSPI,  p.  13).  The 
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relevancy  to  this  proceeding  of  thePTC»s  action  in  that  case_ 
is  dubious  at  best.     In  any  event,  CSPI  misstates  the  scope  of 
the  ruling  in  Porter  &  Pietsch.    The  holding  was  limited  to  the 
par t icular  advert iseiaents  at  issue  in  that  ca3e.    It  was  not 
applicable. t o_all _PPAr containing  weight .control  products. 
Moreover,  as  FDA  knows,  the  Panel,  recommended  .a  number  of  label 
warnings  for  these  products,  as  discussed  above* 


There  is  an  absence  of  any  evidence  establishing  that  adverse 
CNS  reactions  are  a  side  effect  of  the  ingestion  of  PPA  at  the 
dosage  levels  proposed  by  the  Panel.    In  fact,  the  marketing 
experience  of  cough/cold  and  weight  control  products  containing 
PPA_in_the  Onited_States_is_aupport _for_the  proposit ion  that 
adverse  CNS  reactions  are  not  a  side  effect  of  the  ingestion  of 
PPA.    Furthermore,  the  marketing  experience  is  supported  by  a 
recent  doable-blind.  Cross-over  study  by  Seppala,  reported  in 
the  British  Journal  of  Clinical  Pharmacology*  ±f    The  Seppala 
study,  which  also  included  antihistamines  that  provided  an 
ac t  i ve  con t  r a [1 , r epq r t :  ed  n o  _ e i up ' h o r  i  c  e f  f  ec t  an d  _ a n  i mp r b vera e n t 
in  Perception  and  react ion_accuracy_ following. ingest ion_of_ PPA_ 
at  a_50  rag_dose_ievei._  Seppaiastatedinconclusionthat  * f i j t 

is  noteworthy  that  mood  elevation... was  not  noted  after    __ 

{treatment  with]  phenylpropanolamine."    Accordingly,  in  view  of 
the  results  of  the  Seppala  study,  the  accumulated  experience 
from  the  testing  and  marketing  of  cough/coll  and  weight  control 
products  which  fails  to  indicate  that  ingestion  of  P?A  in  the 
doses  proposed  by  the  Panel  results  in  adverse  CNS  reactions, 
and  the  fact  that  the  cited  reports  of  adverse  CNS  reactions. 
are_either_reports_of _ingest ion_pf _dose3__above_the_ recommended 
dosage  level  orare.isolated  incidents,  we  submit  that  no  __ 
evidence  ha3  been  identified  that  indicates  that .ingestion  of 
PPA  at  the -recommended  doses  is  unsafe  because  of  possible 
adverse  CNS  reactions,    we  believe,  therefore,  that  farther  - 
clinical  testing  is  unnecessary  in  order  to  evaluate  the  safety 
of  PPA  at  the  dosage  levels  under  consideration. 

CSPI,  citing  a  letter  from  the Br itish  Department _pf_ Health  and 
Social_Security^_states  that _ only  one  PPA  weight  control 
product_is  marketedin  Britain  and  that  the  product  is  a  _ 
prescription  drag;  and  implies  that  the  PDA  should  adopt  a 
similar  policy  with  respect-to  weight  control  products  - 
containing  PPA.  (CSPI,  p.  13.)  It  should  be  noted  that  Britain 
does  permit  the  marketing  of  OTC  drugs  containing  PPA.  Henley 
and  James  markets  Contac,  its  OTC  cough-cold  product  containing 
PPA,  in  Britain. 
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Comments  Which  Assert  that  PPA  Is  Unsafe  Because  it  is  a  Drug 
of  Abuse     


CSPI  and  G.  B.  Stickler,  M.D.,  cite  drug  abuse  as  a  reason  for 
placing  ppa  on  prescription;    (SCPI*  pp*  3-5*_3tic!?leri  p*2.1_ 
CSPI  relies  on  Natonal  Clearinghouse  for  Poison  Control  Center 
reports  and  stickler,  citing  no  sources,  simply  asserts  that 
PPA  "is  the  number  one  street-drug,  at  least  in  Minneapolis  and 
probably  in  other  cities  in  this  country.*  (Stickler,  p.  2.) 

The  Association  has  several  comments  on  the  points  raised  by 
CSPI  and  Dr.  Stickler  with  respect  to  PPA  and  drug  abuse. 


(1)  National  Clearinghouse  for  Poison  Control  Centers  (NCPCCT 
Data. 

(a)    Extrapolations  of  NCPCC  data  must  be  made  with 
caution  since  the  data  are  derived  from  only  10% 
Qt :_the_hatibnla i  poison i  control  centers,  and  the 
10%  are  not  necessarily  a  valid  sample. 


(b)  The  datareflect  allreports  of .ingestions  or_  __ 
other  incidents,  whether  serious. or  not Host  of 
the  reports  discussed  by  CSPI  with  respect  toPPA 
were  made  by  telephone,  rarely  involved  hospital, 
contact  and,  on  the  average,  resulted  in  mild,  if 
any,  side  effects. 

(cj    As_CSPI_cbncedes  (CSPI,  p. 5),  "a  large  percent  of 
the  ClearinghousePPA  cases  involved  children 
,  * .  • " __The_Associat ion  note3  that  this  percentage 
is  largeindeed  r  over_40^    That  i3i_over  40%  of 
the  cases  involve  children  under_5  years  of  age. 

Placing  an  ingredtentonprescription_to   _ 

eliminate  unsupervised  ingestions  bychildren  is 
hot,  the  Association  submits,  s  legal  or  wise 
measure. 

As_PDA  knows,  the  Proprietary  Association  and  its 
members  have  lohg_been  active  in  working  to 
reduce  unsupervisedingestipns  o|  medicines  by 
children..  The_Association_has_participated  in 

government-sponsored  confereocea_and_varipus  

educational  activities  on  the  subject,  while  its 
members  have  been  experimenting  with*  testing, 
improving,  and  using  various- forms  of  "special 
packaging"  since  1955.    Needless  to  say,  the 
Association  supports  CSPI'a  attempt  to  reduce 
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accidentalingestlons,  including  ingestions  by 
children,  of  the  products  subject  to  this 
proposal.    The  Association  believes,  however* 
that  attempting  to  combat  such  ingestions  by 
placing  a  drug  on  prescription  on  the  basis  that 
it  is  "not  generally  recognized  as  safe"  cor  OTC 
use  is  hot  proper. 

Secti6n_20lipi  of  the  F DC.  Act  defines  a  "new 
drug"  as  one  which  is  "not  generally  recognized 
•••as  safe  and  effective  under  the  conditions 
Prescribed,  recommended,  or  suggested  in  the 
la^ellhg-theredf...."    (Emphasis  addei.l    In  so 
def  ining  the  term,  Congress,  recognized  that  any 
3rug_can_be_unaafe_if  used  incorrectly^  such  as_ 
taken  internally  when  it  should  be  used  topically 
and/or  taken  in  excessive  amounts*  Congress 
therefore  sought  to  address  the  question i  of 
whether  a  drug  is  safe  by  considering  the  safety 
of  the  drug  in  connection  with  the  adequacy  of 

its  labeling,  ihclujihg  its_dpsage  

?ec#^endatiphs£_method_pf^ 
warnings,  and  other  precautions.  Therefore, 
unless_the_ labeling  of  the  products  subject  to 
the  proposal  prescribes,  recommends,  or  suggests 
ingestion  of  amounts  which  are  toxic,  such 
products  do  not  meet  the  statutory  definition  of 
"new  drug." 

The  Consumer  Product  safety  Commission  (CPSC),  on 
the  other _hand>_ has  the  express. Congressional 
mandate  "to_protect  children. from  serious. 
Personal  injury  or  serious  illness  resulting  from 
handling,  using,  or  ingesting"  these  and  other 
products  by  requiring  special  packaging  where 
appropriate.    {140  0.3. C.  1472(a)(1).) 
accordingly,  the  Association  suggests  that  CSPI 
submit  to  CSPC  what  information  it  has  on 
accidental  ingestipns_of  such  products  by 
children.    PDA,  however,  is  without  authortty  to 
proceed  against  such  products  as  "new  drugs." 

Hor  is  placing  these  products  on  prescription 
necessarily  a  useful  means  of  protecting" children 
from  the  dangers  of  unsupervised  ingestion  of 
drugs.    Unsupervised  ingestion  by  childrenis  a 
function  of  the  accesslbllty  of  the  drug  to 
children  and  the  adequacy  of  parental 
supervision*  npt_of  the  legal  status  of  the  drug 
as  prescription  or  OTC. 
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<d)    The  Clearinghouse  data  include.  «  numberof 

suicide  gestures.  _The  Association  notes  that 
none  of  the  gestures  succeeded. ..fcWoE«ov«»  the 
safety  of  OTCst  which_are  products  intended  to  be 
taken  accordtngto  label.directipns,  cannot  -- 
properly  be  judged  onthe  basis  of  data  regarding 
their  use  i;i  attempted  suicides. 

(e)    For  a  general  but  more. detailed  ^cussion  of  the 
data_contained_in  the  August,  1981_MCPCC_ 
Bulletini.the  Association  is  enclosing  as 
Attachment  A  written  comments  of  Charles  Win tcic, 
Ph.D.    Dr.  HinicK  is  a  Professor  at  the  «ty 
University  of  New  York.Graduate  school,  co-editor 

of         ^nrrial  of  Substanea  Ose  and^Abuse,  a  

contributing  editor  of  the  Journal  of  Drug 
and  A4d4ctive  Diseases,  and  S-longtime  consultant 
to*  and  principal  investigator  _on*:manyJ?rojects 
funded  by  federal  government  agencies  concerned 
with  drug  abuse. 

(3)  Potential  for  Abua*  of  Phenylpropanolamine 

CSPI  states  that_the_Griffithi  et-al.,  study  which 
indicated  that  PPAlacks  abuse  potential  is  of 
questionable  significance*    Ho  basis  for  this 
criticism  is  given.    TheGriCfith  atudywas 
well-controlled  and  conclusively  estabiiahed.that  drug 
self-administratibri  procedures  with  laboratory  animals 
have  provided  an  important  conceptual  and 
methodological  focus  for  the  pre-cliriical  assessment 
of  abuse  potential.    In  this  study,  conducted  at  Johns 
Hopkins  University,  a_quantitatiye_ratto_measure  was 
developed  which  permitted_comparison_between  the 
reinforcing  potency  of  either  phenylethylamine 
anorectics  and  cocaine  Its  Xibocatory  babggns^  Th« 
well-controlled  study  clearly  demonstrated_that  PPA 
has_a_aerb_Poteritial  for  abuse.s'  Seppala 
confirmed  this  in  humans,  finding  no  mood-elevatlM 
component  from  50  mg  immediately  available  doses—' 

(4)  *Amphetam*n»  Leok-Alikes* 

(a)    CSPI  questions  the  safety  of  PPAf or  what  the 
Center  sees  as  the  ingredient's.contribution  to 
drug  abuse  from  the  sale  of .•amphetamine,  _ 
look-alikes^  described  byCSPl  as  combinations 
of _PPAt_ephedrihe,  and  caffeine.  <CSPIiJ?*_3*l_ 
The  Association  notes  that  such  combinations  are 
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not  Category  I  combinations  nor. is  anyone;  to  the 
Association's  knowledge,  proposing  that  they  be 
placed  in  Category  I.    They  are  thus  not  relevant 
to  discussions  of  PPA  when  used  according  to  the 
terras  set  forth  in  the  ANPR.     Indeed,  PDA  has 
recently  taken  the  position  that  such_ 
combinations  are  unapproved  "new  drugs."  (47 
Fed.  Reg.  35344,  August  13,  1982;) 

(b)    Since  1980,  43  states  have  considered  and  33  have 
enacted  legislation  which  prohibits  trafficking 
in  what  CSPI  describes  as  "amphetamine 
look-alikes."    Both  the  U.S.  Drug  Enforcement 

Administration i  and  the  American  Medical  

Association i  have. developed  model  bills  along  this 
line*    The  Association  understands  that  in  states 
which  have  passed  such  legislation,  the  problems 
of  abase  of-such-"look-alikes"  has  substantially 
declined.    In  addition,  both  PDA  and  the  Post 
Office  Department  have  instituted  seizure  actions 
against  a  number  of  manufacturers  of  such 
products. 


(c)    A3_note<3_earlier; _Dr*  Stickler  asserts  that  PPA 
"is  the  number  one  street-drag,  at  least  in 
Minneapolis,  and  probably  in  other  cities  in  this 
country."    (Stickler,  p. 2.)    It  appears  that  what 
Dr.  Stickler  is  discussing  is  not  PPA  in  the 
recommended  dose  but  rather  PPA  in  the  illegal 
combinations  discussed  above. 


Comments  Which  Question  the  Effectiveness  of  Phenylpropanolamine 


Oii  page  1  of  its  comments,  CSPI  states  that  one  of  its  concerns 
regarding  weight  control  products  containing  PPA  is  the  lack  of 
evidence  to  support  claims  bfeff icacy.__CSPI  attributes  this 
lack  pf_ evidence. to_t he_drug_manuf act urers*_alieged_ refusal  "to 
reveal_tp  the_scient if ic  community  details  of_most  of  the 
studies  purported  to  back  claims. of  efficacy* »_  Needless  to 
say,  all  studies  submitted  to  PDA  under  its  OTC  Drug  Review  on 
ppa  are  public. 

CSPI  also  states  that  the  Panel's  conclusion  that  the  new 
studies  presented  to  it  (Refs.  6  through  ii)_e8tabiished_the__ 
efficacy  of  such  products  was_"gualif ied_by_the_statement_tbat 
'each  of  these  studies  is_defective_ in  one  or  more  important 
ways'. "iCSPli  p,  15.)    This  statement  is  incorrect.    The  Panel 
concluded  that  ppa  is  effective  and  their  finding  was 
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unanimous.    What  the  Panel  in  fact  stated  was  that: 


While  each  of  these  studies  Is  defective  In 
one  of  (sic)  more  important  facets  covered 
b/  the  Panel's  proposed  protocol ,  the  Panel 
believes. tbat_the_ combined  evidence  of  these 
studies  doesesteblish  the  effectiveness  of 
phenylpropanolamine  hydrochloride,     (47  Fed. 
Reg.  3475,  February  26,  1982. ) (Emphasis 
added, ) 


CSPI  states  that  the  results  from  the  10  double-blind 
studies  in  the  public  docket  do  hot  "support  any 
claim_bf  efficacy.*    (CSPI,  p.  19. J_  To  the  contrary, 
the  fPllowing_data_ represents  the  weight  loss 
achieved  by  patients  pn_phenyipropanolamine  and 
patients  onplaceboin  eight  clinical  studies 
presented  to  the  Panel: 


Moreover ,  several  years  ago_FbA__evaluated_2lb  dpubie-biind 

studies  in  which  prescription  appetite  suppressant  

products  were. compared  against  placebo*    These  studies 
represented  105  new  drug  applicationsyand  contained  data 
on  nearly  10,000  patients.    Scoville^',  in  reporting  on 
these  results,  indicated  that  of  the  4,543  patients  on 
active  drug  arid |  3,100  patients  on  placebo,  the  weight  loss 
averaged_j3\56_Pouhda t  per _ week  rap  re  for  each  pat  lent  bri 
active  drug  than  on  placebo. __The_ results  with  OTC 

products  containingpPA  corapare_f avorably  withthis  

resait.    The  average  weight  loss  achieved  by  patients  on 
the  phenylpropanolamine  program  was  .60  pounds  more  than 
the  weight  loss  achieved  by  the  patients  on  the 
Placebo-plus-diet  program.    It  is  also  important  to  point 
but  that,  when  pheny lpt opanolamlne  was  evaluated  in  these 
double-blind  clinical  studies  against  either  a  lactose 
capsule  or  an  active  prescription  medication,  each  patient 
was  given i  in.additipn.tpLmedicatipjii  a  1250  calorie  diet, 
as  well  asexplicit  directionsf roraa  physician.    In  other 

wo rds ,  i n  each  case  t he  "placebo"  was  associ at ed_wi t h_ a  

diet  designed  to  cause  loss  of  weight  under  the  direction 
of  a  physician*    Therefore,  the  amount  of  weight_loss__ 
achieved  by  patients  on  the  phenylpropanolamine  program 
was  even  more  significant  because  the  PP*  was  being 
compared  with  another  active  program,  that  is,  reduced 
diet  arid  medical  directions  as  well  as  placebo. 


Average  Weight  toss  Per  Week 


Phenylpropanolamine 
Placebo  


1.15  lbs. 
.55  lbs. 


The  difference  is 


•do  lbs. 
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\l  ^f!^!:  wa  submit  that  the  cited  studies  are  sufficient 
to  support  the  efficacy  claim  side  by  the  various 
manufacturers,  as  the  Panel  concluded. 

CSPI  cites  the  PTC  decision  in  the  Porter  &  Dietsch  case, 

ofS?PASfnrauff  a  finding  on  the  ineffectiveness 

ltd      «sight  loss.  (CSPI,  p.  14.)    Again,  this  misstates 
t  Dife*f„  Jhe.2u«tion  put  at  issue  by  the  complaint  in  Porter 
L°  f    f    was  -not  whet  her  the  claims  of  weight  loss  are  false 
BQEk instead  whether  at  the  time  they  were  made  [Porter  & 
Dietsch]  possessed  reasonable  substantiation  for  them.'  Porter 

Hriff^aT*^,976^97?  CC?  P?C  c°*W*s  and  Orders 
h*hli£  -!  Hi32*'    The  Commisslon  "ade  ho  finding  as  to  the 
llfm?  33  8n  anorectlc-    Porter  S  Dietsch,  supra  at 


nof  ~rr -  f-rriwaanso  wnicn  are  marKeted  as 

an  adjunct  to  assist  the  motivated  consumer  on  a  diet.  The 
Products  are  marketed  with  diets  that  are  based  on  a  reduction 
.iil'ocfcur  8nd         labeling  states  that  weight  contrSl 

reaucll  Ndr  L^h-h-  pt°?uc5  is  taken  while  caloric  intake  is 
regained  if  the  person's  caloric  intake  is  increased. 

Moreover,  there  is  evidence  which  contradicts  CSPI's 
^"'l;":  ,DC-  Stanley  Shachter,  Professor  of  Psychology  at 
Columbia  University,  recently  concluded  a  long-term  study  to 
?!S*52ine  •hu!n*f  overweight  patients  continue  to  maintain 
reduced  weijhe  after  a  successful  weight-loss  program?!/ 
Asked  about  their  weight  histories,  of  40  people  who  were  obese 
tUl*t  °"set,  2S  reported  losing  at  least  10Pplrbent  of  thiir 
Vonlir  (r2  -vftra9e  ?f  34.7  pounds)  and  therefore  becoming  no 
longer  obese  Ithat  is,  within  10  percent  of  the  average  weight 

averageelofhl^?2htyaanr3a9e,'  at  that  ^  a» 

CSPI  also  cites  the  statement  in  the  American  Medical 
Association's  AMS     rug  Evaluations  that  OTC  products  containing 
PPA  are  "only  mi-  .-nally  effective."  (CSPI,  pp.  14-15.)  This 
characterization  *as  been  repeated  verbatim  year  after  year; 
iciehn4ei£1!a^?!,-0f *2*'S  Se"ce*  "veals  that  no 
lup^rt'^nis'^slrt^ion^f  UaV  "B"         CltSd  by  th*  *"*  * 


27-436  0-84-28 
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Comments  Which  Question  the  Validity  of  the  Silverman  Study 
Cited  by  the  agency  and  by  The  Proprietary  Association 

In  its  critique  of  the  Si lvermafl-Study>J/  cited  |n_the 
Agency'3  preamble  and  in  CSPI,  CSPI  states  that_-the_„ 
experimental  design  is  Clawed  in  so  many  important  ways  th^t 
one  could  have_predicted  in  advance  that  no  effects  wouid_be_ 
seen."  (CSPI,  p,9,l    When  analyzed,  this  criticism  amounts  to 

three-points:    that  thestudy  groups _were  too .  small -ana  

included  only  normal,  healthy.volunteers;  that  blood  pressure 
values  were  presented  as  means_for  each  subgroup,  rather  than 
individually;  and  that  only  one  of  the  three  subgroups  was 
double-blinded.    Havingeonsalted  with-Pr^  Silverman,  the 
principal  investigator  for  the  cited  study,  the  Association 
believes  that  these  criticismsof  the  study  areentirely. 
without  merit t__The  so-called  -flaws"  were  all  t»     result  of J 
study  design_explicitiy_established  in  accordance      UH  accepted 
clinical  procedures  to  eliminate  investigator  or  ot  Bias. 

Thus,  the  pool  of  37  volunteers_whp_receiyed  active  medication^ 
was  divided  into  three  smaller  sub9roups_at  separate  sites  with 
a  separate  group  of  qualified  invest igatorai.each  conducting 
its  study  independently  of  the  other  two  subgroups.    The  total 


Horowitz  studies  pn_which  CSPI  relies  so  heavily.  In.fact, 
CSPI  characterizes  that_Horpwitz  study  as" large."  (CSPI,  p. 
6.)    Similarly,  the  fact  that  the  volunteers  were  normal, 
healthy  adults  was  in  accordance_with_accepted  practice  and  was 
also  true  of  both  of  the  Horowitz  studies. 

Thejse  of  group  means  to  report  blood  pressures  is  an 
acceptable  bibstati3tical  procedure.^' 

Pinaily>  thefact  that  only  one  of  the  three  subgroups^was 
doable-blinded  is  also  npt_a_-fiaw"  in  the  study.    Each  of  the^ 
three  subgroups  was  treated  differently  on  this  score  for  sound 
reasons.    Study  of  one  subgroup_was_ppen  in  order  to i  simulate 
the  conditions  in  the  actual  over-the-counter  consumer  use  of 
the  product.    The  study  of  a  second  group_was_single-blinded 
and  the  study  of  the  third  subgroup  was  double-blinded,.  The 
fact  that  all  three  subgroups  studied  under  these  various 
conditions  produced  no  significant  blood  pressure  effects 
reinforces  the_conclusibn  that  at  the  tested  dosage  level,  25 
rag,  which  is  tbe_most_cpmmbhly-marketed  immediate  release  _ 
dosage  level,  phenylpropanolamine  produces  no  adverse  blood 
pressure  effects. 
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In  conclusion,  it  shou**  be  noted  that  the  Silverman  study  is 
only  one  of  some  60  controlled  clinical  studies,  cited  by  the 
Association  in  its  comments,  which  dernonstrate_that 
phenylpropanolamine  doe3  not  induce  hypertension..  This  mass  of 
positive  data,  together  with  almost. 50  years  of  safe  use  of  PPft 
in  this  country,  clearlyoutweigbs  the  handful  of  adverse 
reports  referred  to  in  the  CSPI  and  other  comments; 


The  Association  appreciates  the  opportunity  to  submit  the3e 
reply  comments. 


Sincerely, 


THE  PROPRIETY*  ASSOCIATION 


Jaines_D._  Cope 
President 
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SOME  COMMENTS  ON  POISON  CONTROL  CENTER  REPORT  ON  PHENYLPROPANOLAMINE 

"  ■. .August  1981 

':  Charles  Winick,  Ph.D.    '  V  . 

1.    The  August,  1981  Bulletin  of  the  National  Clearinghoyaa  for  Poison  ". 
Control  Centers  carried  an  article  on  phenylpropanolamine  Weight  " 
'   Control  Producta.  •    .',«.  :*  ; 

•.'  "  /i'?*  *'-         x  "  ,*J  * 
For  the  calendar  year  197?A  there  ware  a  total  of  144,262  reporta 
;  pf_fii  oybatances.    Of  these,  739  were  diet  side,  of  which  328  were 
named  phenylpropanolamine  producta,  or  about  h  of  IX  of  the  total* 
I  obtained  thie  breakdown  from  aeyeral  converaatloha  which  I  had 
with  the  senior  author  of  th«  Poiaon  Control  Center  report* 

2*    A  a  a  one  one  who  ha  a  worked  for  year  a  in  the"ep'idemiology_6f  eubatance 
abuse,  on  behalf  of  the  National  Institute  of  Drug  Abu a a  and  other 
agenclaa,  I  believe  that  the  tone  of  the  Poiaon  Control  Center  report 
on  phenylpropanolamina  i a  unduly  and  inappropriately  paaainlstic.  I- 
do  not  believe  that  a  valid  extrapolation  can  be  nadi-fron  the  actual . 
„data  to  the  report* a  estimate  of  10,000  phenylpropanolamine  problem    '  \ 
cases  nationally.     .     -    .        .•  ~.    ,;  V" 

3.    The  cases  reported  to  tbi  Pol ion -Control  Center  say  or  may  not  be 

representative  of  what-Is  actually  hippenlng  nationally*  _F0r  example,  ' 
the  country'!  largest  Poiaon -Control  Center,  in  New  York  City,  ia  one 
of  the  90%  of  the  county' i -Center a  not  reporting  Its  experience  to 
the  national  office.  -The  101  of  the  Centera  reporting  may  not  repre- 
sent a  valid  sample  nf  the  national  situation.  ■  ,  '  .  .  '  ■ 

A.    Of  the  328  cases  with  product  namea,  64X  involved  no  symptoms  of  «ny_ 
kind  and  themajnrity  of  the  remainder  did _not  have  aignificant  aymptooa 
Overall,  most  cases  were  telephone?informatiooal_conBSunicationa, _  Only 
■  6X  involved  a  hospital  contact.    On  the  Poiaon  Control  Cent«r_»cale_from 
mild^?  to_moderate(2)  to  severe (3) ,  the  phenylpropanolamine  reporta 
were,  overall,  mild (1.4). 


5«    Oyer_twp_f ifths  of  the  phenylpropanolamine __raporta  vara  under  5  year  a 
pf_sge  and  alraMt_pne_third_yere  between  1A  and I  18  yeara  of  age*  the 
fprmer_are  presumed. to  be  accidental  and  the  latter  may  have  bean  ' 
seeking  a  "high".  If  ao,  they  would  be  diaappointed  becauae  phenylpro- 
panolamine it,  not  an  effective  atimulant*    the  number  of  accidental 
cases  is  ancLher  reflection  of  the  importance  of  the  parent' a  rbla  In 
management  of  medications  in  the  home  by  alwaya  keeping  medicationa 
unavailable  to  children* 

'  there  were  about  200  suicide  gestures  or  at tempt a.    Not  only  did  nona 
of  these  succeed  but  there  waa  no  fatality  in  the  entire  year  froa 
phenylpropanolamine,  for  any  raaaon.  . 
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6.  ;ih«  report  doe,  not  consider  ^^^St^iVw  " :V 
by  »my  epidemiologists  vhen  »  8U£"?"  ""^h  the  substance  end    £  • 
m»bers  of  people.    Because  of _.«nf«»i^»ri^  «™  ™  becomes  videly  . 
.  barrage  of  media  publicity,  vhen  .  ""r0„££t,,  and 

used,  there  is  often  .  "^-^  -     T^'f^for  r^ranc*. 
ells,  reports  to  poison  wgj^g1!,"    ^a  teport.  declines.  ., 
After  .  yesr  or  two.  the  number  «-a!SJ^|g4  of  phenylpropanolamine 

.incidents  represent  a  temporary. cresting  »»»»-•-;. 

•'near  future.  •  •  !      .W'V"*  i.*"^J,?-".  f  *  •. ... .  ■         "  • 

-   ^--^  5£  hU" 

been  s  uniform  decline  l|L repass  .this  hsni  in  combination 

If  the  state  of  ""bingtonjbsns  look -all* p.rlgr.ph,  should 
iith  the  cresting  phenomenon  noted  In  the  preceoing^pssss »j<  » 
:ie.d  to  a  "harp  decline  in  reports  of  phenylpropanol-lne  mention,  to 
poison  Control  Centers.  y    lr  .  '\  •  ./«'•.'-  %      "  ... 


Charles  VIntck,  Ph.D. 


CW:lcj 
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STATEMENT 
OP 

THOMPSON  MEDICAL  COMPANY 

   TO  THE 

SUBCOMMITTEE  ON  HEALTH  AND  LONG-TERM  CARE 
SELECT  COMMITTEE  ON  AGING 
U.S.  HOUSE  OF  REPRESENTATIVES 


Mr.  Chairman  and  Members  of  the  Subcommittee: 


The  Subcommittee  kindly  offered  to  Thompson  Medical 
Company  the  opportunity  to  testify  at  the  hearing  held  on 
July  21,  1983,  on  the  Safety  and  Effectiveness  of 
Over-the-counter  Drugs  and  the  Elderly. 

Thompson  Medical  is  a  leading  distributor  of 
over-the-counter  weight  control  products  containing 
phenylpropanolamine  hydrochloride  fPPAJ .    These  products  are 
widely  and  successfully  used  to  suppress  appetite,  thereby 
lower  food  intake,  and  help  reduce  excessive  weight,  which  is 
well  understood  to  be  a  major  cause  of  disease  and  premature 
death. 

Thompson  Medical  also  sponsor*  and  supports  scientific 
research  in  the  field  of  weight  control.    For  this  reason,  it 
offered  its  time  before  the  Subcommittee  to  a  panel  of  eight 
medical  expert  witnesses,  all  of  whom  have  undertaken  studies 
of  PPA,  which  is  an  ingredient  of  the  most  popular  weight 
control  products  as  well  as  many  cough/cold  preparations. 
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As  the  experts  have  testified,  PPA  has  been  safely 
used  in  the  United  States  for  58  years,     it  has  received  more 
clinical  study  and  evaluation  than  many  prescription  drugs,  and 
far  more  than  most  other  widely  used  over-the-counter 
medications.    All  this  evidence  clearly  demonstrates  that  PPA 
is  a  safe  and  effective  medicine  for  weight  control,  when  used 
as  directed. 

in  addition  to  the  expert  testimony  presented  at  the 
hearing,  Thompson  respectfully  submits  the  following  comments 
of  its  own  to  the  subcommittee. 

ppa  is  Hot  a  Problem  for  the  Elderly 

The  supplemental  statement  submitted  to  the 
subcommittee  by  Charles  Winick,  Professor  of  sociology  at  the 
City  university  of  New  York,  documents  his  studies  showing  that 
fewer  than  one  percent  of  those  Who  use  PPA  weight  control 
products  are  over  60  years  old.    His  statement  also  documents 
his  conclusion  that  the  weight  control  industry  does  not 
advertise  or  promote  these  products  among  senior  citizens. 
Moreover,  as  Professor  Winick  notes,  Thompson  Medical  Company 
labels  its  weight  control  products  to  advise  those  under  age  18 
or  over  60  hot  to  use  them  except  under  the  advice  and 
supervision  of  a  physician. 
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The  Proprietary  Association,  the  OTC  drug  trade 
association  of  which  Thompson  Medical  is  a  member,  hos 
documented  the  fact  that  consumers,  including  the  elderly,  do 
read  such  label  warnings  and  heed  them.    Thompson  Medical  fully 
supports  the  Association's  educational  activities  to  alert  the 
public  to  the  importance  of  labels  and  the  taking  of  proper 
dosages.    The  fact  that  these  products  are  so  little  used  by 
the  elderly  is  also  evidence  that  the  elderly  do  read  and 
follow  such  label  warnings. 

Finally,  Thompson  Medical  carefully  labels  its  ppa 
products  to  warn  against  use  by  those  who  have  high  blood 
pressure,  diabetes,  heart,  thyroid,  kidney  or  other  disease  or 
are  being  treated  for  high  blood  pressure  or  depression,  our 
product  labels  also  warn  against  using  ppa  while  pregnant  or 
nursing,  except  under  the  supervision  of  a  physician.  Thompson 
Medical  also  supports  consumer  education  to  encourage  having 
one's  blood  pressure  tested  on  a  regular  basis. 

11/ .    PPA  Presents  No  Safety  pr-ob^em 

A  massive  amount  of  clinical  data  has  been  submitted 
to  the  Food  and  Drug  Administration  demonstrating  that  ppa  is 
safe  for  use  in  weight  control  and  cough/cold  products. 

The  attached  comments  and  reply  comments  submitted  to 
the  FDA  by  The  Proprietary  Association  during  1982  document  in 
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detail  the  more  than  60  controlled  clinical  studies  which 
support  the  safety  and/or  effectiveness  of  PPA .    These  studies 
demonstrate  that  PPA  is  not  a  stimulant,  has  no  clinically 
significant  side  effects,  and  specifically  does  not  affect 
blood  pressure,  pulse,  or  mood. 

More  recent  studies  at  The  Johns  Hopkins  University 
School  of  Medicine,  which  Thompson  Medical  has  submitted  to  FDA 
and  about  which  Mr.  Frank  Funderburk  testified  before  the 
Subcommittee,  confirm  that  PPA  is  safe  in  currently-marketed 
dosages . 

It  should  be  noted  that,  while  many  of  these  studies 
included  normal,  healthy  adults,  a  number  of  them  specifically 
included  patients  who  had  pre-existing  health  problems.  For 
example,  the  studies  referred  to  on  page  13  of  the 
Association's  comments  dated  July  26,  1982,  were  conducted  with 
patients  who  had  pre-existing  hypertension.    In  one  study 
(Unger,  et  al.),  the  pitients  were  suffering  from  asthma  as 
well  as  pre-existing  hypertension.     In  another  (Bradley,  who 
also  testified),  all  the  patients  were  obese  as  well  as 
hypertensive.     In  a  third  (Noble,  also  a  Witness),  the 
overwhelming  majority  of  patients  were  overweight,  and  in  a 
fourth  (Sebok,  another  witness),  all  the  patients  were 
overweight . 

Nor  have  the  studies  excluded  the  -Iderly:  the  Bradley 
study,  for  example,  included  patients  ranging  in  age  from  25  to 
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67,  with  a  mean  age  of  over  54  years;  the  Hoebel  study, 
submitted  to  the  Subcommittee  by  Professor  Coons,  included 
eight  patients  between  the  ages  of  51  and  65,  out  of  a  total  of 
70  patients;  and  the  recent  Johns  Hopkins  studies  included 
patients  between  18  and  55  years  of  age.    All  of  these  studies 
concluded  that  currently-marketed  dosage  levels  of  pps  did  not 
significantly  increase  blood  pressure  or  produce  any  other  side 
effects . 

careful  analysis  of  poison  Control  Center  and  hospital 
emergency  room  data,  as  Professor  Winick's  testimony 
demonstrates^  also  confirms  that  ppa  is  not  a  dangerous  drug. 
Considering  the  billions  of  doses  of  ppa  taken  each  year  in 
cough/cold  and  weight  control  products,  the  numbers  of  reported 
cases  (less  than  one-fifth  of  one  percent  of  the  "mentions" ) 
are  miniscule. 


Regional  Poison  Control  Center  in  Utah,  which  was  submitted  to 
the  Subcommittee  by  Professor  Winick,  concluded; 


A  study  of  70  reported  cases  by  the  IntermoUntain 


"The  lack  of  serious  side  effects  in  either  the  cases 


with  only  PPA  or  combinations  of  ppa  with  caffeine 


raises  questions  about  the  serious  reactions  noted  in 


earlier  published  reports." 
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The  massive  clinical  data  so  far  submitted  to  the  FDA, 
together  with  50  years  of  safe  use  of  PPA  in  this  country, 
clearly  outweigh  the  handful  of  anecdotal  reports  of  individual 
adverse  reactions,  most  of  Which,  when  analyzed,  are 
attributable  to  frank  overdoses  or  combinations  with  other 
drugs.    This  evidence  can  only  lead  to  the  conclusion  that  PPA 
is  safe  in  over-the-counter  weight  control  products,  when  used 
as  directed. 

jjj  .    ppa  Is  Effective  For  Weight  Cbhtro_l 

The  FDA  Advisory  Review  Panel  which  studied 
over-the-counter  weight  control  products  unanimously  concluded 
that  ppa  was  safe  and  effective  for  weight  control,  when  used 
as  directed.    Their  finding  as  to  effectiveness  was  based  on 
eight  double-blind  studies,  which  are  described  in  The 
Proprietary  Association's  attached  reply  comments  dated  August 
27,  1982,  at  pages  11  through  13  and  are  on  the  public  record 
of  FDA's  OTC  Drug  Review.    These  studies  demonstrated  an 
average  weight  loss  per  week  of  1.16  pounds  with  PPA,  as 
compared  with  .56  pounds  per  week  with  placebo. 

It  should  be  noted  that  the  "placebo"  regimen  in  these 
studies  (like  the  PPA  regimen)  also  included  giving  the  patient 
a  1250  calorie  diet  and  explicit  directions  from  a  physician. 
Thus,  in  each  case  the  "placebo"  was  accompanied  by  a  diet 
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designed  to  caase  loss  of  weight  under  the  direction  of  a 
physician.    As  a  result,  the  much  greater  weight  loss  with  PPfc 
is  even  more  significant,  because  it  is  being  compared  v: 
another  active  program  of  weight  loss,  consisting  of  a  reducing 
diet  and  medical  instruction  as  well  as  the  placebo. 

in  addition  to  this  substantial  clinical  evidence*  a 
survey  study  of  nearly  4,000  consumers  who  used  PPA,'  conducted 
by  Professor  Winick,  reported  even  higher  weekly  weight  loss 
figures,  averaging  2  pounds  per  week  per  consumer*  or  25  pounds 
over  a  three  month  period. 

IV.    PPA  is  Not  A  Drug  Of  Abuse 

There  is  abundant  evidence  that  PPA  is  not  a  drug  of 
abuse.    The  evidence  for  this  is  cited  and  discussed  in  The 
proprietary  Association's  enclosed  reply  comments  dated  August 
27,  1982*  at  pages  8  through  11.    These  stadies  document  that 
PPA  is  not  a  stimulant  and  does  not  have  the  abuse  potential  of 
the  amphetamines  and  other  powerful  stimulants.    The  recent 
Johns  Hopkins  studies  farther  confirmed  that  PPA  does  not  cause 
euphoria,  amphetamine-like  reactions*  or  sedation. 

The  Federal  government's  most  recent  report  from  its 
Drug  Abuse  Warning  Network  ranks  ppa  102nd  among  drug 
■mentions,"  considerably  below  such  common  drags  as  aspirin, 
which  ranked  50th. 
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The  "amphetamine  look-alikes-  cr  -street  drags,"  which 
sometimes  contain  PPA  in  combination  with  ephedrine  arid  large 
amounts  of  caffeine,  are  now  illegal  in  most  states  and  under 
Federal  law.     Both  FDA  and  the  Postal  Service  have  instituted 
seizure  actions  against  manufacturers  of  these  illegal 
combinations.    Thompson  Medical,  along  with  the  rest  of  the 
legitimate  OTC  industry,  strongly  supports  vigorous  law 
enforcement  against  the  trafficking  in  these  illegal  and 
misleading  counterfeits. 


V .    The  OTC  Review 


The  FDA  is  currently  conducting  an  extensive  arid 
thorough  review  of  all  over-the-counter  drugs,  pursuant  to 
Federal  law  and  regulations.    Among  these  are  weight  control 
and  cough/cold  products  containing  PPA.    Thompson  Medical,  with 
the  support  of  The  Proprietary  Association,  has  cooperated 
fully  in  the  FDA's  review  of  weight  control  products. 

In  its  review,  FDA  appointed  an  expert  Advisory  Review 
panel,  which  heard  extensive  testimony  over  a  period  of  many 
months  and  evaluated  voluminous  written  submissions.  Thompson 
Medical  appeared  before  the  Panel  and  made  a  number  of  oral  and 
written  submissions  to  it.    The  Panel  then  unanimously  found 
PPft  to  be  safe  and  effective  in  weight  control  products,  when 
used  as  directed,    in  addition,  two  other  Advisory  Panels  'nave 
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also  recommended  to  FPA  that  PPA  be  considered  safe  for  other 
OTC  uses. 

FDA  published  the  Weight  Control  Panel  Report  in  the 
Federal  Register  for  public  comment  on  February  26,  1982,  and 
The  Proprietary  Association,  with  the  assistance  of  Thompson 
Medical;  submitted  the  attached  comments  and  reply  comments. 
Since  that  time,  Thompson  has  continued  sponsoring  research  on 
PPA  and,  as  new  data  has  become  available*  has  submitted  it  to 
FDA  for  the  OTC  Review. 

Thompson  Medical  respectfully  urges  that  FDA,  the 
agency  charged  by  law  and  equipped  to  make  the  necessary 
scientific  judgments  about  the  safety  and  efficacy  of  drugs,  is 
the  appropriate  forum  for  weighing  the  medical  evidence 
.regarding  ppa  and  all  OTC  medications . 

Thompson  Medical  Company  appreciates  having  this 
opportunity  to  present  to  the  Subcommittee  the  scientific 
evidence  on  the  safety  and  effectiveness  of  PPA  as  it  is 
currently  marketed  in  legitimate  over-the-counter  weight 
control  products. 
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THE  PROPWETARY  ASSOCIATION 

i7bbP^vo~6 Avenue  NV/Vo*-^on  DC  200(X»:PNx*(202,3P3  noO 


July  26,  1987. 


Arthur  Hull  Hayes*  _ir.i_H.p-  _ 
Commissioner  of  Food  a*d  Drugs  -n,* 
Dockets. Management  Branch  (HPA-305) 

Room  4-52   — 

Pood  and  Drug. Administration 

5600  Fishers  Lane 
Rockville,  Maryland  20857 


Beat  Sir: 


-  -  -reto  .n^nral  tteqlgter  contained_the  above 
26,  1982. 

S^wM?  IM"  KtSSifS  and  ._f.et.d  _y 
this  proposal. 
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General  Comments 


X  •      Lega  1  — »; 


The  Association  notes  its  continuing  position  that 
Monographs  issued  under -the  OTC  Drag-Review  are 
interpretive,  as  opposed  to  substantive,  regulations.  As 

to  this  point,  the  Association  herein  incorporates  by  

ref  erence-  _  f  aj  i ts  comment S* _dated_March_4  i  _i?72i_on_th9__ 
Proposed  Procedures  for  Classification  of  OvetrThe-Counter 
Drugs;  and  (b)  its  comments,  dated  June  4,  1972,  on  the 
Proposed  Antacid  Monograph. 

2,    Exclusivity  Policy 

The  Association  also  notes  its  continuing  position  that 
PDA  .Tacks  the  statutory  authority  to  prescribe  exclusive 

lists  qf  terms  frb  

must  be  drawn. and  to  prphibit.labeling  terminology  which 
13  truthful,  accurate,  not  misleading,  and  intelligible  to 
the  consumer. 

The  Fair  Packaging_and_LabeHng_Act 
requires  that  an  item  bear  a_statement  of  identity. 
Section  502(e}  of  the  Food,  Drug  and  Cosmetic  Act  requires 
that  the  label  of  a  drug  bear  the  established  name  of  the 
4 rug  a ^ id t  i f  the r e  b e  n ion i  e,  t h i e  c bmnqn  or  u sua!  name .  _  As 
applied  to  nonprescription  dr  u_g&*  _the3e_  requir ements_are_  _ 
codified  in  21  C.P.R.  201.61,  which  cites  both  acts  as  its 
authority  for  requiring  a  "statement  of -identity"  on  the 
principal  display  panel.    Section  508  of  the  Act 
authorizes  the  Secretary  to  establish  official  names  for 
drug  substances. 

None  of  these  statutory  provisions  reveal  any 
Congressional  intent  to  grant  PDA  the  authority  to 
legislate  the  exact  wording  of  pTC_ labeling,  such  as 

indicat ipns  f or  U8e^_ and_ prohibit  _ truthful. labeling  

terms.    Indeed,  if  manufacturers. use_some  of  the  terms 
being  prescribed  by  some  OTC  Review  Panels,  their  labeling 
may  well  be  in  violation  of  Sec.  502(c)  of  the  Food,  Drug, 
and. Cos me tic  Act : , _ whi ch__requ ires  that _  label  inf  ormation  be 
in_such_terins_  as  to  render  _it  likely  to_be_read_and_ 
understood  by  consumers  under  ordinary  conditions  of 
purchase  and  use. 

3 .  Inactive-Ihgrediehb  Li&t-in^ 


The  Association  disagrees  with  the  Panel's  recommendation 
(page  8473,  third  column)  that  inactive  ingredients  be 
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listed  oh  the  label.     Pirst,  the  listing  of  inactive 
ingredients  would_be_meanih3.1ess  to  all.but  A  handful  of 
consumers.    Second, _it_may_overstress  the  importance  of 

sach  ingredients,  and  obscure  far  more_meaningful_   

information,  such  as  directions  for  use,  warnings,  and 
even  the  active  ingredients.    Third,  it  may  confuse 
consumers..  Products  which  are  similar  in  their  purpose 
and  even  in  the  number  and  identity  of _act iye  ingrtsdients 
may  differ  widely  in  the  number  and  identityof  inactive., 
ingredients.    It  is  perhaps  for  these  reasons  that  current 
law  does  hot  require  that  inactive  ingredients  be  listed, 
as_Fr>A_noted  in_paragraph  75  of  the  Final  Order 
accompanying  the  Antacid  Monograph  [39  F.R.  19862*  19871 
(June  4,  1974)3. 


1 .  The  proprietary ^association  sapports  the  Advisory 
Panel's  classification  of  phenylpr;* panolaffllae 

cognised  a3  safe  and 
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fectiye  for  appetite  suppression  and  weight  control. 
The  Association's  recommendation  is.  based_ngt_only  on  the 
clinical  evidence  submitted. to  the  Panel  but  also  on  the 
even  more— expensive  clinical  data  wBIch  has  become 
availa^le^  since  the  Panel  completed  jti  ReparfeT 

The  Association  supports  the  Panel 1 s  recommendations  as  to 
both  the  safety  and  the  effectiveness. of _ 
phenylpropanolamine  hydrochloride  (PPA;  for  weight  control 

The  PDA,  in  its  preamble  to  the  Panel's  monograph,  raised 
specific  safety  qaesttons  with  regardtoweight  control, 
products  and  requested  further  information.    At  the  same 
timethe  agency  stated  that  it  did  not  find  it  necessary 
totake  action  tb_rempve  from  the  market  products  at 
dosage  levels  which  have  a  marketinghistory  of  use_in  OTC 

weight  control  drug  products.    The  maximum  daily  dosage  

levels  in  these  marketed  products  are  an  iramediate-reiea3e 
dose  of  up  to  37.5  trig  and  a  timed-release  daily  dose  of  up 
to_7S_mg  phenylprbpanpiamine,  wi th  the  total  daily  dose 
not  to  exceed  75  mg  in  either  caae  tpage  8466  *  second 
column] . 

The  following  comments  seek  to  answer  the  agency's  safety 
quest  ions _  by _providing_the_ requested  information,  much  of 
which  relates  to  productsnot  beforethispanel  or  Was  hot 
available  in  time  for  consideration  by  the  Panel,  which 
concluded  its  work  on  March  2,  1979. 
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In  its  preamble,  the  agency  has  raised  the  following 
questions: 

*A_To_what  extent  may  phenylpropanolamine  hydrochloride 
induce. hyper tension__in_nbrmotensive  patients  at  the 
recommended  dose  levels? 


b.  to  what  extent  may  phenylpropanolamine  hydrochloride 
aggravate  pre-existing  hypertension  at  the  recommended 
dose  levels? 

c.  To  what  extent  may  phenylpropanolamine  hydrochloride 
interact  with  aspirin  arid  other  medications  that  inhibit 
prostaglandin  synthesis  at  the  recommended  dose  levels? 

These  questions  are  addressed  below. 


a.  To  what  extent  may  phenylpropanolamine  hydrochloride 
induce  hypertension  tn  normotensive  patients  at  the 
recommended  dose  levels? 

L 1 j _ThQ_pangl_haj  substantial  clinicai_evjdence_^hat _PPA 
does  not  induce  hypertension  in  normotensive  patients. 

The  data  submitted  to  the  Panel  on  safety  was  mure  than 
sufficient j  by  any  standard.    At  least  eight 
well-controlled  clinical  .studies  _were  .submit  tedto  the_  __ 
Panel,  each  cf  which  substantiated  the  safety  of  PPA  as  an 
anorexiant.    These  numerous  supportive  studies  far  exceed 
the  usual  requirement  of  two  well-cbht rolled  clinical 
studies.    ?hese_studies  are_further  buttressed  by  safe 
consumer  use  for  almost  half  a  century. 

Exhibit  1  contains  brief  abstracts  of  eight  of  the  safety 
and  efficacy  studies  made  available  to  the  Panel. 


12)  The  sat^ty  reports  referredto  in  the_pgeamble>  which 
were  made  available  after  the  Panel ' s_ report  was 
submitted,  should  not  alter  this  conclusion. 

Sine  reports  were_cited_in_the preamble  as  having  been 
made  available  after  the  Panel's  report  was  submitted. 
Two  of  these  re-conficmed  the  results  of  thestudies 
considered  by  the  Panel  that  PPA  does  not  induce 
hypertension  in  normotensive  patients*    These  two  positive 
reportsare  the  study  by  Silverman!  et  al .  [Ref.  7]  and 
the  studies  of  50  mg  immediate  andsustiTned  release 
dosages  by  Cuthbert,  Greenberg,  and  Morley  [Ref.  6]. 


448 


Of  the  refining  seven  reports  cttei  in_the_preamble7  six 
iacludeaispiated  cases  of  individual  adverse  reactions. 
These  v»re  the  case  reports  of  Horowitz*  e£  al.- ^the 
portion  of  Ref.  2  relating  to  the  one  17-year-old  woman]; 

?rew»in,  Lebnello,  and_Frewin  [Ref.31i  King  tRef.  43;  

PeterVon  and  Vasquez  iRef .  5] ? _tee,_Beilini_and_Vandoagen 
lRef,8];  and  beitz  IRef.  9].    In  none  of  these  cases  was 
tUore  any  possibility  of  verification  of  the  actual  doss 
of  phenylpropanolamine  taken  since  the  dose  was  reported 
by  the  oa-\ent  and  not  taken  under .controlled  condit ions. 
In  at  least  two  of  the  cases  overdoses  were  stated_to  have 
been  taken  fRef.  2.  relating  to  the  I7^year-old-woman; 
Ref.  4j.    In  five  of _the  seven  cases,  "Trimolets,  an_85 
mn-anbr*xi*nt  macketed.only  in  Australia,  was  used,  in 
drily  two  b?  the  seven  cases  was_there_any  follow-up  to 
determine  whether  the  symptoms  reported  were  repeated 

under  the_same  or  different  circumstances.    Six  of_the  

casps  were  simply_anecdotal  in  nature.    Clearly,  any  drug, 
OTC  or  prescription, has  the  capacity  to  cause 
i-a*dsyricratie  reactions  in  a  3mall  number  of  individual 
patients. 

Only  two  of  the  3eyen  adverse  reports  cite*3  in  the 
preamble  were _parportedly_of_controlie.l  clinical  studies, 
both  conducted  by  Horowitz,  etal.  LRefs. _l_and .  2] .  To 
thp  first  of  these  the  agency  attributes  •the_most 
striking  new  finding*  regarding  elevation  of  blood, 
pressure  tpage  8466, second  column] .    However,  both  of 
these  studies  are  inappr opriate.to  theagency's  safety 
evaluation  of  the  recommended  dose  in_the  United  states 
because  the  adverse  reactions  reported  by  Dr^Horowqtz 
were  the  resuit_of  testing  the  85  mg  Australian  product 
■Trimolets.'    This_product  was  labeled  as  timed-release, 
but  it  is  open  to  question  whether  it  did  in  fact  contain 
*  timed-release  mechanism. - -H.  I.  Silverman^  whose  study 
was  cited  in  the  preamble  [Ref.  7] ,  received.andanalyzed 
a  small  number_pf  -Trimolets.-    As  he  has  since  reported 
to  PDA,  Silverman  found  that  the  PPA  in  the  product  was 
immediately  soluble  in  water  and  was  not  In  a  sustained 
release  form.     (See  Exhibit  2,  p.  2.) 


Silver*an's_analysLs  indicates  that  -Trimolets, •  ^wtucb  had 
been  used  tn  most  of  the  instances  of  reported  adverse 
blood  pressure  effects,  delivered  in  a  bolus  dose 
approximately  twb-and-a^baif  times  the  maximum  permitted 
immediate  release  dose  H7.5  rag).    ThereporteJ  adverse 
reactions  therefore  were  due  to  overdose. 
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(3)    Finally,  there  is  how  overwhelming; 
addit ignal .evidence  f_rgm_cgn£ rolled  clinical  studies  that- 
PPA  does  not  cause  hypertension  in  norinotensive  patients. 

additional  studies,  six  published  and  41  unpublished, 
which  were  hot  submitted  to  the  Panel  or  referred  to  in 
the  preamble,  support  this  conclusion.    More  than  3200 
patients  were  included  in. these  studies*  which  were  not 
submitted  to  the  Panel  because  they  became  available  after 
the  Panel  completed  its  work  or  were  conducted  on  PPA  used 
* s  a  n a 3 y 1 1  deconge3t  an  t  _.    H&: 1 y e r  ,  t he  d o da ge  levels  of 
PPA  in_the  nasai_deconge5_tant__studies  comparable  tp_ 

the  do3jge  levels  of  PPA  in  weight  control  products.  The 
published  studies  include  the  following: 

W.  E .  Barrett ,       a^l.,  reporting  in  Current  Therapeutic 
Research  30:  540-65T,  November  1?81>  on  a_bioavailability_ 
stady  including  IB  volunteers,  found  no  adverse  effects  on 
vital  signs,  blood  pressure,  or  BCG,  after  giving  75  mg 
sustained  action  and  25  mg  imnediate  release  dosage  for.as 
of  PPA. 


Silver-nan*  et  a  1 . *  _ report ing _  in.Current  Therapeutic 
research  28:  August  1980,  found  no  significant 

changes  in  either  blood  pressure  or  pulse  values  after 
oral  administration  of  25  mg  phenylpropanolamine  (bdj, 
with  and  without  caffeine,  in  37  volunteers, 

R.^.  Noble,  writing  in  Lancet ,  June  19,  1982,  described 
three  large  studies  conducted  in  the  pa3t  two  years  on 
more  than  400  obese  patients.     (See  Exhibit  3.)    br .  Noble 
wrote: 


"Data  Were  gathered  on  ?»  twelve-weeU, 
double^blind,  placebo  controlled  study  of  50 
mg_E?A_three _t imes  daily..,;  a  double-blind 
placebocontroiied  study_of  50  mg  PPA 
combined  with  200  mg  caffeine  ii 
cbritr bl led-release  form;  and  a  single-blind 
trial  of  75  mg  PPA  in  controiled-reiease 
form. 

•All  three  dosages  caused  no  significant 
increase  in  blood  pressure  in  more  than  400 
pat  i«nts .    ?  pat  Lents  experienced  noteworthy 
rises  inblood  pressure  after .treatment. with 
75  mg  PPA,  bat  these  increases  were  felt  not 
to  be  drug  related. 
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"The  Jneari_pbbled  systolic  and  diastolic 
blood  pcessuce_in_the_50mgx3_PPA/placebo 
study  ace  shown  in  the  figure. 

"Our  results  confirm  that  PPA  does  rioe  cause 
a  significant  increase  in  blood  pressure 
even  when  the  amount  ingested  (150  mg/day) 
is  substantially  higher  than  the  75_mg 
dose.    There  was,  on  the  contrary,  a 
reduction  in  blood  pressure  as  the  studies 
progressed." 


j.H.  Black,  writing  on  "The  control  of  allergic 
Manifestations:    By  phenylpropanolamine  (propadrine) 
hydrochloride"  in  Lancet  54;  101-102,  1937,  reported 
no  blood  pressure  changes  or _insomnia_in_41 
normot ?nsive  patients  given  48  mg  doses  of 
phenylpropanolamine  as  frequently  as  every  three 
hour3."_Npne  of  five  patients  who  received  334  mg 
within  two  days  showed  greater  blood  pressure  changes 
tuan  to  mrnHg  systolic.    In  one  hypertensive  patient, 
a  24  mg  dbS'i  was  associated  witl  a  decrease_in 
systolic  blood  pressure,  from  173  to  160  mraHg,  with 
no  change  in  diastolic  pre33ure. 

W.E.  Bdyer,  report tng  on  "The  clinical  use  of 
phenylpropanolamine  hydrochloride  (propadrinej  in  the 
treatment  bf_allergic  conditions"  in  3^^&llergy  9t 
509-513 ,  1938,  state;!  that  he  administered  48  mg  doses  of 
phenylpropanolamine  svety  two  hours  for  five  days  or  more 
with  rid  effects  on  blood  pressure. 

C^A^.Bitchellx.writing  on  "Possible  cardiovascular  effect 
of  phenylpropanolamine  and  belladonna  alkaloids"  in  TheW 
Res.  tOi-47-53,  1968^  reported  no  pressor  ef f ects_af ter 
fTvirig  50  mg  doses  of  phenylpropanolamine  twice  daily  in 
32  hormoterisive  subjects. 

^he  as-yet -unpublished  studies _which_demonst^ 

does  not  induce  hypertension  in  normotensive  patients  are 

as  follows: 

in  anei^ht  week,  double-blind,  randomized  study  conducted 
by  Rudolph  Nobler  M*D.>_  Pb.V?  $  in_San  Prancisco,  CA,  60 
patient's  were  divided  into  re  groups..  Thirty  patients 

were  given  75  mg  of  phenylpropanolamine  and_ 20Q_rag  

caffeine,  timed-release  (bd) /arid  thirty  patients  were 

given_75_mg  diethylpropion ,  timed-release.  There  was  no 

significant  difference" in  weight  loss  between  the  groups. 
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No  significant  changes  in  either  blood  pressure  or  pulse 
measurements  were  indicated  during  the  test  periods  in 
comparison  with  the  baseline  measurements. 

Marianne  Sebok,  m*d* ,  Staff  Physician  at  jpk  Memorial 
Hospital ,  Philadelphia,  PA,  conducted  a  six-week, 
dpubie-taiind  clinical  stu  given 

either_a_ sustained, release  capsule  containing  50  mg  

phenylpropanolamine  and  multivitamins  or  placebo.  The 
study  demonstrated  statistically  significant  weight  loss 
for  the  active  medication  group  at  all  measurement 
intervals,,  _Np  clinical ly  signif icant  deyiat ions  were  __ 
noted. inblood  pressure_(systolic*  diastolic)  and  pulse 
and  there  were  no  significant  side  effects. 

Stanley  L •  \ltschuler±  M.D.,  Medical  College  of 
Pennsylvania^  conduct ed  a^^d 

study  of  64_patient3  wbo  were  given _either_f our  

phenylpropanolamine  drops  (25  mg )  or  placebo  drops  (tid). 
This  study  demonstrated  statistically  significant  weight 
loss  at  Week  6  for  the  phenylpropanolamine  compared  to 
placebpatthe  . 04  level  of  cprif idence. _  No  clinically 
significant  deviations  in  blood  pressure  (systolic, 
diastolic)  and  palsewere  noted,  nor  were  any  significant 
side  effects  reported. 

Hpebel*  Krpsnicki  ft  al .Department  pf'psychpioayi  

Princeton  University,  conducted  a  double-blind,  crossover 
study- in  which  6  patients  took  a  sustained  release  75- my 
phenylpropanolamine  dose  twice  daily  or  placebo  capsules, 
fexper ^i mental  and  placebp_ groups  were  reversed  after  two 
weeks  so_that_  the. pat ients  served  as.  their_own  control . 
Body  weight ,  pulse,  blood  pressure  and  fasting  blood 
glucose  levels  were  recorded  three  times  weekly.  There 
was  rid  significant  change  in  either  blood  pressure  or 

pyi3e_ rate  during_the  4rweek_study_iri_ which  the  

pre-diabetic  patients  received_twice  thedaily  recommended 
dose  of  phenylpropanolamine^    The  patients*  signs  were  - 
monitored  in  12  separate  office  visits  during  the  period 
of  the  clinical  evaluation. 

In  a  bioequivalence  study  at  the  Massachusetts  College  of 
Pharmacy  and  silted  Health  Sciences,  75  mg 
phenylpropanolamine  (od,  SRJ  was  compared  to  25  mg  (tid, 
IR)  in  18  volunteers.    No  significant  blood  pressure 
effects  were  reported. 

In  a  study  of  125male  and  f emale-patients  by_Slvia  P. 
Weriger,  M^D.j  tablets  containing  50  mg  PPX  (SR),  25  mg 
pyrilamirie  maleate,  arid  25  mg  pheriiramirie  raaleate  were 
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compared  with  placebo  for  effectiveness  as  a  nasal  

decongestant.    Eighty  patients;  including  aXX  the  placebo 
patients,  were  double  blinded.    Blood  pressure  evaluations 
were  taken  at  two  and  four  hours  after  dosage.  Overall, 
there  was_np_ma jpr_ change  in  blood  pressure  atthe  95% 
level  of  confidence*    The_roaior  aideef f ect_reported_was 
drowsiness,  with  56%  of  the  PPA  patients  reporting  at 
least  some  drowsiness  and  38%  of  the  placebo  patients. 
(OTC  Volume  040-151) 


The  following  information  was  provided  to  the  Association 
by  a  member  company,    it  is  our  understanding  that  the 
company  i3  submitting  this  information  to  FDA  in  greater 
detail. 


Between  1971  and  1975,  blood  pressure  determinations  were 
recorded  in  seven  studies  of  healthy  adult  volunteers  to 
evaluate  the  bioavailability  of  PPA  from  various 
formulations..  Genera iiyi_the_ studies wet econductedas 

crossover  trials  comparing.sustainedrtsleaseissj  and  

imme3iate~relea3e_ (IR)  formulations  administered  as  single 
dicier.    A  total  of  76  volunteers  were  included  in  the 
studi.es,  and  they  were  administered  211  test  doses  of 
PPA. __^lood .pressure  and  pulse  rate  were.df-termined  before 
and  on  several  occasions  after _»dmioistratidn  o£  ufcch  test 
dose.    The  following  test  doses  wene  ad«Bini*tee:*3  2 

150  mg  IR  doses  were  administered  Vo  35  yblcoteers  oh 
asingle  occaston_during_threo_st'a*r,:*3  (t:>3#4)  (12 
received  150  mg  as  a  single  dose  *3i  23  received  150 
mg  in  divided  doses  over  8  hoars}; 

i50_|g  SR_dpse3 _were  administered  to  48  volunteers  oh 
60  occasions  during  four  studies  (#2>3,4,5); 

100  mg  IR  doses  were  administered  to  four  volunteers 
oh  a  single  occasion  during  one  study  (14); 

75  mg  IR  doses  were  administered  tp  48  volunteers  on 
SO  occasions  during  four  stadies  (#1*2,4*5) 1 

75  mg  SR  doses  were  administered  to  12  volunteers  on  a 
single  occasion  during  one  study  (11 j; 


50  mg  IR  doses  were  administered  to  12  volunteers  on  a 
single  occasion  during  one  study  ;#3)j 

36  mg  IR  doses  were  administered  to  12  volunteers  on 
24  occasions  daring  one  study  (17). 
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Clinically  significant  increases  ir  blood  pressure  were 
detected  only  following  administration  of  150  mg  immediate 
release  PPAr_and  pnly_in_five_out_pf  the  35  test  doses. 
Even_iD_the  five  cases  the  increases. were  transient  and 
blood  pressure  returned  to  baseline  levels  during  the 
observation  periods  without  medical  intervention,  Ths 
increases  also  amounted  to  only  10  to  30  mmHg,  with  the 
maximum  reading  of  100  mmHg  diastolic. 


Ten.  investigators. submitted  reports  on  a  total  of  337 
adults  and  51  children  (age  12  or  under)  taking  sustained 
release  cough/ccld  capsules  containing  50_mg_ppXj_4_mg 
chlorpheniramine  maieate  (CPM),  and  0.25  mg  belladonna 
alkaloids.    Side  effects  werereported  in. 24  (7  percent) 
of  adult  patients,  including  drowsiness  (11  patients), 
urinary  retention  (1  patient),  and  nausea  (1  patient]. 
There  were  no  reports  pf_eieyated_biooj_pressure.    No  side 
effects  were  reported  among  the  children  treated. 

Two  .hundred  fifty  patients [were  given  the  same  50  mg 
product.     Side  effects  were  reported  by  54  of  these 
patients.     There  were  no  reports  of  elevated  blood 
pressure. 

One  hundred  f if ty^six  patients were  given  the  50  mg 
product .     Side  effects  reported  were:  dry  mouth  (lj? 
headache  (1)?  and  drowsiness  Medication  wa3_npt 

discontinued  in  any  of  these  patients  because. of  side 
effects.    There  were  no  reports  of  elevated  blood  pressure. 

Twenty  patients  were  given  the  59  mg  product.  Side  

effects  included'  drowsiness_iii ;  increasedeye  itching 
andcongestion  {li  .   "burnt  taste  in  stomach"  (I); 
nosebleed  (1).    Medication  was  not  discontinued  in  any  of 
these  patients.    There  were  no  reports  of  elevated  blood 
pressure. 


In_a_comparative  study  of  this  product  and  a  product __ 
containing  apap  195  wg,  pyrtlamine  raaleate  25  rag,  caffeine 
15mg,  ephedrine  sulfate  8  mg,  and  phenylpropanolamine 
hydrochloride  25  rag,  25  patients  took  the  50  mg  PPA 
product  and  23  tool;  the  25  mg_PP&_productA__Side  effects 
werenpted.    There  were  no  reports  of  elevated  blood 
pressure. 

One  hundred  eighty-eight  pat ients  were  given  

twice  daily  sustained  release  cough/cold  capsules 
containing  50  mg  PP&,  4  mg  CPM,  and  0.25  mg  belladonna 
alValoids.     Side  effects  were  observed  in  13  of  the 
patients  studied.    Dryness  of  &outh  -  a  reaction  to  the 
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belladonnas  -  was  reported  by  five  patients..  Upset 
stomach  occurred  in  a  patient  being  treated  for  ulcer 
symptoms.    Two  patients  reported  " jitteririess"  and 
■irritability"  and  had  the  drug  discontinued.    One  case  of 
urinary  retention. developedinan  elderly_male_iage  72). 
There  were  no  reports  of  elevated  blood  pressure. 

In  another  study.  111  patients  were  given  the  same  50  mg 
product .twice  daily .__pry_mbuth_wa3  notedintwb  of  the 
patients.    No  other  adverse  effects  were  noted. 

Eighty  patients  were  given  the  same  product  twice  daily 
for  a  period  of  two  to  six  days.    Side  effects  noted  were: 
drowsiness  tV0}?_dry_mouth  i4lx_urinary  retent ion_il j ;  and 
nausea  (1).    There  were  no  reports  of  elevated  blood 
pressure . 

lighty-f pur  patient s_were  given  the  same  product  twice 
dail^  U~  one_tp_ li.days,  There  was  one  report  of  dry 
:noi:th         no  reports  of  elevated  blood  pressure. 

Patients took  the  same  product.    No  side 
cf-:ects  were  reported. 

Eighty-eight  patients  were  given  the  same  product  twice 
daily.    There  were  no  adverse  effects  noted. 

Fif teen_normal_vplunteer3_recei  for  a 

period  of  six  months.    Pre-drug_data_were_ collected  two 
weeks  prior  to  dosing  and  one  week  prior  todosing. 
Dosage  was  one  capsule  twice  daily.    Two  volunteers  did 

hot  complete  the  it-.?«*v,  for  ndr-medical _rea~3bna i.  There 

was  no  control  group,  .wr*  ts  of  this  study  showed  that 

the  product  was  for  i^ng-term  use .__Side_ef f ects 

noted  wee**:  blurring  ofvision  (i)  and  abnormal  SGOT> 
probably  due  to  low-grade  ^ertat it  is  {I).    Diastolic  blood 
Pressure  averages  remained  v. niform  throughout  the  study. 
Systolic.blood  pressure  averages  showed _a  slight  increase 

(at  Weeks  12, 13  and  2D),  though  the  meansystolic  

pressure  wa3  I2S.5  mmHg.    Kt  Week  23,  mean  blood  pressure 
was  120.5/75  mmHg.    Pulse  rate  dropped  early  in  the  study, 
although  this  decrease  did  not  coincide  with  the  systolic 
blood  pr ess ure_ change. _  Itwasfelt _that  all  of  the 
changes  seen  could  be.related  to  the. volunteers 1 
activities  during  different  phases  of  the  study. 

In  a  throe-year  study  evaluating  the  same  50  mg  product 

versus  placebo,  450  patient.*_participated. __0f  the  

patients  takingthe  medication,  11.5  percent_developed 
possible  Side  effects.    Of  the  patients  taking  placebo, 
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8^2  percent  experienced  possible  adverse  effects.  There 
were,  however/  rib  reports  of  elevated  blood  pressure. 


A  double-blind  study  of  178  patients  with  synptoms  of 
acute  coryza  was  undertaken  comparing  the  effects  of  a 
product  containing  phenylpropanolamine  HCl  7 f mg  and 
chlorpheniramine  maleate  8  mg#  in  a  sustained-release 
capsulet  a  sustained  release  product  containing  pPA  50  mg, 
CPM  4  mg,  and  belladonna  alkaloids  0.25  mg;  and  placebo. 
Adverse  reactions  were  reported  by  10  percent  of  the 
patients  taking  the  75  mg  PPA  product,  12  percent  taking 
the  50  mg  ppa  product ,_arid  ?  percent_taking_placebb. 
There  were  no  reports  of  elevated  blood  pressure. 

L.B.  Cobin  reported  that  mean  blood  pressure  and  pulse 
rates  were  not  affected  L»y  50  nig  SR  PPA  (bid)/  0.2  nig 
belladonna  alkaloids  (bid),  a  combination  of  the  above,  or 
placebo  in  20  normal  volunteers. 

Dr.  Richard  Mulberger  found  no  reports  of  elevated  blood 
pc<?ss?4re  during  a  crossover  study  on i  the  comparison  of 
placebo  ar.d_a  sustained  release  product  containing  PPA  50 
nj,  cp?i  4  mg,  and  belladonna  alkaloids  0.25  mg  on 
intraocular  pressure  in  normal  glaucoma  patients. 

j« _Colenpce  conducted 1  an  open  study  using  10  volunteers 

who_ received. 75_ mg_PPA  ibid*  SAl_fpr_8  weeks.  No  

clinically  signif icant  blood  p_ressuce_or  pulse  effects 
were  seen.    (NDA  12-686,  OTC  Vol.  040012.) 

H.  Mai.  bach  conducted  an  open  study  using  15  volunteers  who 
received_50  mg_ppA_(bid>  SA)_fPx  6  months^__Np_ciinicaiiy 
significant  changes  were  sesn  in  blood  pressure  or  pulse 
values.  Slight  increases  insystolic  blood-pressure  were 
3een  in  Weeks  12,  13,  IB  and  19.     ( NDA  12-535,  OTC  Vol 
040012.) 


An  open,  crossover  bioavailability  stady  of  159  mg 
phenylpropanolamine  (od,  SA) ,  75  mg  phenylpropanolamine 
loci,  IK),  and  50  mg  phenylpropanolamine  (od,  IR)  wa3 
cpndtfct^d^  using  12  volunteers.    No  significant  blood 
pressure  effects  were  recorded.     (HDA  18-099.) 


b-_Tp_what_exterit_may_PPA_a^ 

hypertension  at  the  recommended  dose  levels? 
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Clinical  studies  demonsErate- that  ppa  does  not 
aggravate  pre-existing  hypertension. 

Two. clinical  studies. have_cprae  to  this  conclusion,  one  

published,  md  one  unpublished.  linger « _L._Ui)gc; _and 

D.B.  Temple  reported  on  the  'Effect  of  an  anti-asthmatic 
compound  oh  blood  pressure  of  hypertensive  asthmatic 
patients"  in  Ann.  Allergy  25:  260-261,  1967.    poses  of  25 
mg  phenylpropanolamine  were_given_three  times  a  day  to  21 
asEhm^<£c  hypertensive  patients  for_one_to  three  weeks.. 
Baseline  blood  pressure  averaged  166/102?  within  one  hoar 
after  admriistratibn,  the  average  blood  pressure  was 
164/1Q2._  The  median  blood  pressure  pre-dosihg  waJ  164/194 
and  after  dosing  169/102,  _piye_patients  had  a_19  ifoaHg 
elevation  in  systolic  blood  pressure  and  five  had  a 
decrease  of  10  mmHg.    Pour  patients  had  a  10  mmHg 
elevation  and  four  a  10  mmHg  decrease  in  diastolic  blood 
pressure. __None_Pf_ the_pat lent s_ studied  had  tq discontinue 
use  of  phenylpropanolamine  because  of  side  effects;  Thi 
authors  concluded  that  phenylpropanolamine  prodacedno 
significant  changes  in  blood  pressure  at  the  time  of  peak 
blood  levels  following  administration  of  25  mg  doses. 


in  a  pilot,  singio-biind,  crossover  study  conducted  by_ 
M.H.  Bradley,  M.O., on  ten  exogenous. obese  patients  wU: 
controlled  hypertension,  no  clinically  significant  chan 
in  blood  pressure_yalues  were  seen  in  patients  who  weift 
given  2S_mg  PPA  (tidj,  placebo,  and  75  mg  PPA  (od),  (See 
Exhibit  4.) 


c._  To  what  extent  may  PPA  interact  with  aspirin  and  other 
medications  that  inhibit  prostaglandin  synthesis  at  the 
recommended  dose  levels? 

There _is_abundant_eyidence_from  the  lon^-ase— of 
PPA/aspirin  combinations  in  OTC  cough/cold  products  that 
such  combinations  do  not  induce  hypertension. _ _This_ha3 
been  corif irmed-conclusively  by  clinical  stadies  of  aspirin 
alon-?  and  of  aspirin  in  combination  with 
phenylpropanolamine. 

The  agency's  request  for  information  on  thtsquestio^ 
arises  from  a  report  on  a  single  patients    Lee,  Beilit*.  & 
Vando.igen  iRef.  9]  reported  severe  hypertension  in  a 
single  patient  ..a king  an  85  mg  dose  of  phenylpropanolamine 

together. with  a  25  mg  dose  of  thenon-sterbidal  

anti-inflammatory  medication,  indomethacin>  although 
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neither  of  the  drugs  was  associated  wish  hypertension  in 
the  patient  when  given  alone.    The  authors  of  thi3  single 
patient  report  apparently _post uiated  that  the  decrease  in 
prostaglandin  levels  due_to_indomethacin  cpncoroitantly 

reduced  the  inhibitory  action  on  catecholamine  release.  

Ks  a  result,  the  administration  of  phenylpropanolamine  ma/ 
have  invoked  a  greater  than  expected  release  of 
catecholamines,  resulting  in  profound  vasoconstriction  and 
a*  increase  in  blood  pressure. 

the  record  indicates  that  hypertension  is  known  to  occur 
from  theclinical _use_of  indomethacin  {*,.  Werinmalm/ 
"Influence  of  indomethacin  on  the  Systematic  and  Pulmonary 

Vascular  Resistance  in  Man>"  Clin,  Scl.  Mod.  Med.  54;  

141-145/  1973;  1982  Physicians  Desk  Reference).  However, 
no  such  data  is  available  with  regard  to  aspirin. 
Furthermore/  the  known  long-term  concurrent  use  by 
patients  of  aspirin  and  phenylpropanplamine_tb_aiieviate 
the  discomfort  of  the.cown  cold  hd3  not  indicated 
evidence  of  any  significant  hypertensive  responses. 

Th^re  have  been  several  iar^e^weil^controlled  studies 
which  have  examined  the  potential  forchronically  ___ 
administered  aspirin  to  influence  blood  pressure.  Mo 
hypertensive  effect  of  aspirin  has  ever  been  demonstrated 
(The  Coronary  Drug  Project  Research  Group,  "Aspirin  in 
Coronary  Heart  Disease/*  J.  Chron.  Dis^  29:  625-642,  1976; 

Cooper,  "Efficacy  of  zomepirac  in  Oral  surgical 
Pain,"  J.  Clin.  Pharmacol.  20;  230-242/  1980). 

T  he  r  e  _  a  r  ^  _  a  _n  u mb e  r  _ p  f  _ 1 ea  d  and 

allergy  products  which  haye_cpmbined_aspir inwith  

phenylpropanolamine  in  addition  to  other  ingredients  

(Handbook  of  Nonprescription  progs,,- Sixth  Edition/  ftmec. 
Ph*rm.  *ssoc.>  Washington/  D.C.  1979,  pp.  107-112). 
Many  Nonprescription and  p rescript ion  combination  products 
h?.ve_been_used  safely  for  many_years  in  the  Ohited  States 
as  well  as  in  Europe.    If  there  were  any  real_potential  __ 
for  interaction  between  aspirin  and  phenylpropanolamine  or 
any  other  sympathomimetic^  it  would  certainly  have  been 
obvious. __Yet  the_market  experience  has  been  remarkably 
free  of  adverse  reactions,  _A_cpnsortium_bf  cough/cold 

product  manufacturers  made  a  presentation  to  the  

Cough/Cold  Panel  on  September  1,  1974,  in  which  they 
submitted  the  following  data  on  adverse  reactions  per 
100/000  packages  of  various  leading  combination  products: 
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Adverse  Reactions      Total  Package? 
Combination  Per  lOQrOOO   Sold 


PPfc  and  0.282  1  million  to 

acetaminophen  10  million 

PP\;  chlor-    0.109  10  million  to 

phentramtne,  and  50  million 

aspirin 

PPA,  chlocphenir-  0 .091  1  million  to 

amine  and  calcium  10  million 

carbaspir  in 

This  admirable  record  of  reported  adverse  reactions  over 
the  years_ofu3e  of  these  products  indicates  how  remote  is 
the  possibility  of  significant  occurrence  of  the  adverse 
reaction  in  question. 

Clinicaleyidence  that  a  therapeutic  interaction  between 
aspirin  and  PPA  does  not  occuris  well  demonstrated  in  a 
30^d*y  human-study*    (Coagh^_Coldi  Asthma^  BroncUodilator 
and  Allergy  Panel  Report,  F.R.  Sept.  9,  1976;  OTC  Volume 
040299  (1971)).    This  doable-blind,  cltnical  trial 
employed  atbtal  patient  population  of  68  (65  male;  3 
fenate),  and  included  f out  identicaTi-a^earihg  tablets  of 
different  composition  provided  to  subjects  by  random 
assignment •    Bb3age  was  two  tablets  taken  4  times  daily. 

Formula  Code       Composition  pec-  tablet      Total  PaVly^Pbse 

SHP-73  ASA-325  mg  2600  mg 

PPA-  25  rag  200  rag 

SHP-79  PPA-  25  mg  200  rag 

SHP-80  ASA-325  rag  2600  mg 

SHP-82  Placebo 

A  total  of  25  patients  completed  30  days  on  the  complete 

regimen  using  SHP-78  while  three  other  groups_of  nine   

patients  per  group  completed  the  30-day  therapy  using  the 
other .three  dosage  forms.    Subjects  riot  consuming  the 
assigned  dosages  were  dropped  from  the  study. 


461 


459 


Formula  SHP-78  SHP-80  SHP-82 

Subjects  Assigned              34  11  11  12 

Subjects  Dropped                  8  2  2  3 

Subjects  Completed            26  9  9  9 


Allsubjects  were  provided  with  clinical  and  laboratory  - 
evaluations  includinj  blood  chemistry,  urinalysis,  blood 
count ,  blood  pressure,  pulse  cates,  body  weights,  and  oral 
tempera  tares,. __ Pulse  and  bloodpr  ensure  were  monitored  on 
bays  0  (day  prior  to_administrat ion ) ,  7 ,  15,  22  and  30. 
One  paeient  in  the  ASAgroap  exhibited  a  dramatic  increase 
in  pulse  rate  oh  Day  30.    This  was  attributed  to  personal 
problems  on  that  day  specif icali^ r  a nd_wa3_nbt_cpnsidered 
to  be  drug-related,    The  conclusion  reached  upon 
completion  of  tlie  study  was  that  no  evidence  of _ 
drag-related  toxicity  was  observed  br  determined. 


This  stalytheref pre  provides  conclasive_evidence  of  a 
lack  of  interaction  between  PPA  and  aspirin. 
Additionally,  it  provides  farther  support  for  the 
proposition  that  P?A  does  not  adversely  affect  blood 
pressure.     Subjects  in  this  study  ingested  a  total  of  200 
mg  PPA  daily  for  3Q_days_in_ individual  50_mg  doses. 
Tablets  were  not  sustained  release,    ft  total  of_35  _ 
subjects  completed  the  30-day  regimen  taking  PPA.    On  the 
basis  of  the  dosage  employed,  the  number  of  subjects 

enrolled,  and  the  length  of  time  they  received  a  

combination  gf_PPA_with_t_he  nonrster  oidal  ant  irinf  lama  tor  y 
product  aspirin,  no  adverse  effects  relative  to  blood 
pr^ssare  or  'oth^r  ^iEral  signs  were  reported. 


Summary 

The  data  that  was  before  the  Panel,  and  the  more  extensive 
data  which  has  becpnie  available  since. the  Panel_cpmpleted 
itr5_work,  .constitutes  a  .massive  .amount,  of  scientific 
evidence  drawn  from  60_controlled  clinical  studies 
involving  more  than  3,700  patients.    This  data 
demonstrates  that  PPA  does  not  induce  hypertension  either 
in  normotensives  or _hyperten3iyes_pr  when  it  is  in_ 
combination  with  aspirin^__This  data>  together  with  almost 
50  years  of  safe  use  of  PPA  in  this  country^  clearly 
outweighs  the  handful  of  adverse  reports  referred  to  in 
the  agency's  Preamble. 
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2.    The  Proprietary  Association  recommends  that  the  PDft 
accept  the  Panel +  s  recommendatiron^with  regarHj-to-labeTiri' 
for  thecombination  ot  phenylpropanolamine  hydrochloride 


The  Panel  Report  cssonwends  Category  I  status  for  the 
combination  ot  phenylpropanolamine  hydrochloride  and 

caffeine  if  labeled  as  an  "Knorectic/Stimulant"  tpage  

8475,  first  column).    In  its  preamble  PDS  invites  comment 
on  aUernate_ot_consoUdated  label  warnings  and  directions 
for  such  combinations,  noting  that  a  discrepancy  exists 
between  the  directions  for  use  of _caf f eine_in_this  and 
another  current  proposal  to  the  agency  (page  8469,  first 
column) • 

The  warning  proposed  in.tbe-Te.1^-1 te_|inaL.MonoT:aph  of 

the  Panel  on  Over-The-Counter  &i  jV*Ume_Sleep-Aia_an^  

Stimulant  Products  (Sleep-Rid  Panel )  *a3,_"Por_occasional 
use  only,"  _i5_340.50 (cj ( 2) j  43  F.R«  25602).    However,  the 
warning  proposed  by  the  Miscellaneous  internal  Panel  for 
Weight  Control  Products_specified  daily  doses  for  up  to 
three  months.  (5  357.550(d);  page  8484,  second  column). 

We  do  not  beiieve_tt;e_agehcy 's  concern  about  this 
discrepancy  is  warranted, __Caffeine_in  coiftbihation i  with 
phenylpropanolamine-hydrochloride  in  weight_cqntrol 
products  is  intended  drily  as  adjunctive  therapy ^usedto 
mitigate  the  lethargy  that  may  accompany  a  reduced  diet 
regimen,     fcs  the  Panel  Report  stated, 


.  .the  Panel  had  to  decide  whethcc  or  not  a 
significant  portion  of  Ehe  dieting  population., 
becomes  fatigued  while  dieting.  -Based. upon  its 
professionai_experiehce  the  Panel  concluded  that 
such  a  significant  patient_population  does  exist 
and  that  the  combination  of  .phenylpropanolamine 
hydrochloride  arid  caffeine  meets  the  three, 
criteria  of  PDA's  combination  policy."  (Paje 
8475,  first  and  second  columns ) . 


By  contrast,  caffeine  in  stimulant  products  is_intended  to 
■help  restore  mental  alertness  or  wakef ulness_dur ing  _ 
fatigue  or  drowsiness"  whenever  these  conditions  occur. 
(S  340.3?  43  P.R.  25602). 

In  addition,  the  quantity  of  caffeine  In  t)  e  weight 
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control  products  is  inherently  limited  to  600  mg  per_day_ 
by  the  current  arid  recbmnended  maximum  frequency  of  dosage 
??  three  times  a  day.     Againi_by_concr3st>  when  caffeine 
is  used  as  a_stimulant  product ,  the  recommended  maximum 
dosage  can  be  as  much  as  1200  mg  per  day  (100  to  200  rag 
not  more  often  than  every  3  to  4  hour3) . 

Therefore,  it  is  appropriate, to_ require  the  more 
restrictive  earning  on  the  caffeine  products  for  relief  of 
general  fatigue  and  drowsiness. 

Moreover,  the  amount  of  caffeine  involved  in  combination 
with  phenylpropanolamine  hydrochloride  in  the  weight 
controlproducts.isioo  to  200  mg.    it  is  essential  to 
note  that  this  isonly  theequivaleht  of  approximately  two 
cups  of  coffee.    In  these  dosages,  caffeine  ha3  been  found 
to  be  safe,  either  alone  or  in  combination  with  other 
substances,  by  three  other  OTC  advisory  panel  reports,  in 
additipnto  the  Weight  control  Products  Panel  Report.  The 
most  recent  of  these  other  panel  reports,  on 
Orally-Administered  Menstrual  Drug  Products,  summarized 
all  three  panel  reports  a3  follows: 


9 12)    Caffeine.    The  panel  concludes  that 
caffeine  is  generall/  recognized  as  a  safe_and_ 
effective  diuretic  for  OTC  use  in  the  dose3  noted 
below  in  relieving  water  accumulation  symptoms  of 
the  premenstrual  and  raenstraal  perod. 

"(i)    Safety^    The  toxicity  of  caffeine  has  been 
reviewed  extensively  by  theAdvisory  Review  Panel 
on  PTCSedative^.Tranquiltzer^  and  Sleep  Aid  Drag 
Products  in  a  report  published  in  the  FEDERAL 
REGISTER  of  December  8,  1975  (40  PR  57292),.  That 
Panel  discussed,  in  addition,  the  mutagenic 
effects  of  caffeine  in  detail,    it  found  caffeine 
to i  be  _safe_". ... ...  when  used  in  the  recommended 

oral  dose  of  100  to  200  milligrams  (mgj  hot  more 
often  than  every  3  to  4  hours."    PDA  concurred, 
with  the  Panel  in  the  tentative  final  monograph 
published  in  the  FEDERAL  REGISTER  of  June  13, 
1978  (43  PR  25544). 

"The  Internal  Analgesic  Panel  also  reviewed 
caffeine  for  its  analgesic  properties  in  the 
PEDERAL  REGISTER  of  July  8,  1977  (42  PR  35346) 
andexpressed  its  agreement. with  the  conclusions 
of  the  Advisory  Review  Panel  on  OTC  Sedative, 
Tranquilizers  arid  Sleep  Aid  Drug  Products 
regarding  the  safety  of  caffeine.    This  Panel 
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agrees  With  the  above  reports  and  concludes  that 
caffeine  is  iafe  as  an  OTC  diuretic  for  relieving 
water  accumulation  symptoms  of  the  premenstrual 
and  menstrual _peciod_in_doses  of_AG0  to  200  mg 
every  three  tofour  hours**    Second  Information 
Copy,  OTC  orally  administered  Menstrual  Drag 
Products  ReporV,  September  22,  1931,  pp.  ^5-56. 

in  its  final  meeting  on  October _lSrl!i_1981i_the  Panel/,  in 
its  review  of  the  Menstrual. Drug  Products  Report ,  _added_to 
this  conclusion  its  approval  of  a  combination  of  caffeine 
with  a  menstrual  product.    Moreover,  it  did  so  .based  on 
the  same  rationale  it  used_for_its  approyal.pf  the  ......... 

combination  of  phenylpropanolamine  and  caffeine_in  weight_ 
control  products,  that  is,  relief  of  fatigue.  The  minutes 
of  the  Panel  meeting  state: 

•The  Panel  was  made  aware  that  caff eine  is 
contained  in  an  OTC  menstrual  drug  product  (a 
combination  product)  which  contains  a  claim  for 
the  relief  of  fatigue  in  the  premenstrual 
period*    Because_the_Panel_has  already  recognized 
that  fatigue  is  a  component  of_tbe_preraenstrual 
syndrome  and  because  caffeine  has  already  been, 
classified  as  a  Category  I  stimulant -by  another 
pacel/  this  Panel  concludes  that  caffeine  is  an 
effective  menstrual  drug  product  ingredient  for 
the  claim  of  relieving  fatigue  o_ccurring_in_the 
premenstrual  period."-  Summary  Minutes  of  the 
Forty-Sixth  Meeting  of  t"he  OTC  Miscellaneous 
internal  Drug  _Pro ductus -Parnelr,  October  15-17, 
1981,  p.  5. 

Finally,  it  is  noteworthy  that  even  in  FDft's  current 
inquiry  regarding  the  use  of  caffeine  as  an  added-food 
ingredient,  the_agency  has _specif iciily  exempted  from  that 
inquiry  the  presence  of  caffeine  in  coffee  arid  the  use  of 
caffeine  in  drugs. 


3^  '\\  sctzt ton  disagrees  wjth.the  ParieV-s-  conclusion 

t\is  r  :  '  *  and  minerals  should  not  be  constituents— of 
^tk/  'Si  3tu4TPr-0(iucts. 

The  Panel  report  notes  that  some. weight,  control  products 
how  oh  tha  market  contain  a  number  of  vitamins  and 
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minerals  in  addition  to  theit  weight  control  active 
ingredients.    The  Panel  also  states  Its  bel  *f  that  it  is 
the  responsibility  of  the  consumer  "to_determine  the 
dietary  regimen  to  follow  in  orier  to  maintain. a  _ 
well-balanced,  low-calortc  diet-  (page  8472,  third  column) 

We  share  the  Panel's  belief  in  this  regard.  However/  we 

strongly  disagree  with  thePanel's  conclusion  which  is 
purportedly  based  upon  this  belief.    The  Panel  somehow 
leaps  from  its  belief  about  a  well-balanced  diet  to  the 
conclusion  that  "therefore,  the  tradition  of  vitamins  and 
minerals  [in  combination  with  the_weight_control_active_ _ 
ingredients]_3erves_no_usefMl_PUrpose  for  those  following 
a  well-balanced  diet"  and  "vitamins  and  minerals  should 
not  be  constituents  of  weight  control  drug  products"  (id.) 

The  Panel's  conclusion  does  not  follow  logically  from  its 
premiieand  also  conflicts  with  one  of  the  Panel's  other 
recommendations^  which  FDft  strongly. endorses  in  the 
preamble,  that  "a  reduction  in  total  daily  caloric  intake 
below  the  energy  output"  must  accompany  weight  control_ 
drug  products  in  orJer  to  achieve  significant  weight  loss 
(page  8468/  third  column?  page  8469,  first  column;  page 
8472,  second  ^nd  third  columns)*    Xgain,  we  agree  with 
this  recommendation. 

However,  a  consumer _who_ follows  this .label  direction  and 
reduces  caloric  intake  below  the  energy  output  may,  no 
matter  how  well-balanced  the  resultant  diet,  also  reduce 
the  amount  of  vitamins  and  minerals  previously  heeded  to 
ro* \ n t&in  the  consume r ' s  body  we i gh t  a n <i  f r ame . _ _ The 
recommended  dietary. intake  of  essential  nutrients, 
particularly  vitamins  and  minerals,  may  be  difficult  to 
achieve  daring  caloric  redaction,  since  in  many  foods 
vitamins i  and I  minerals  are  present  only  in  low 
cpnceht rations.  __pnder  these  circumstances  it_may  be 
desirable  to  provide, theconsumer  with  the  option  of 
obtaining  a  vitamin  and  mineral  supplement  in  combination 
with  phenylpropanolamine  hydrochloride  appetite 
suppressant  in  order  to  replace  those  vitamins  and 
minerals  lost  a3  a  result  of  lowering  food  intake. 


Finally,  vitamins  and  minerals  which  are  dietary 
supplements  are  foods  and  should  be  treated  as  such  in 
this  combination.    Combinations  of  cosmetics. and  drugs  are 
permitted  so  long  as_each  complies  witb_applicable ... 
regulations.    The  same  rule  should. be  applied  to  the 
combination  of  vitamins  and  minerals  with  weight  control 
active  ingredients.    The  Bureau  of  Drugs  should  impose  no 
more  stringent  requirements  on  such  a  vitamin  and  mineral 
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attjt'ptament  than  does  the  Bureau  of  Food3. 

It  is  in  the  best  interest  of  good_raedi:ctne  and  of  the^ 
consumer  to  make  generally  available  the  greatest  possible 
variety  of  safe  and  effective  medication.  Manufacturers 
should  therefore  not  be  prohibited>_contrary  to  the 
Panel's  recbhmendatton,  from  offering  such  a  rational 
combination  of  PPA  and  vitamins  and  minerals. 


4 .    The  Proprietary  Association  recommends  that  the  PDA 
reject  aome^of— the  panel's  recommendations  with  regard  to 
Categor     II  labelling.  " 

The  Association  recommends  that  the  following  claims 
recommended  by  the  Panel  to  be  placed  in  Category  II 
shoul j_in3tei  1  be  placed  in  Category  I.    We  believe  that 
3ome  of  these  claims  represent  the  same  claims  which  the 
Panel  recorviended  be  placedin  Category_I_but  are_stated 
in  language  that  is  more  readily  understood  by  the 
consumer.    Others  are  truthful  statements  or,  at  mo3t, 
amount  toacceptable  puffery.    Indeed,  the  Panel  itself 
stated  that  it  'is.aware  that  there  may  be  bthe.e  term3 
that  would  be  acceptable  in  expressing  the  same  Category  I 
indications"  {page  B473,  first  column). 

These. thirteenstatements  not  be  classified  in 

Category  II  because  they_do_not i_in_f act^  lead  to  use  of 

the  product  other  than  in  the  manner _ recommended. by  the  

Panel  a3  generally  recognized  as  safe  and  effective.  Each 
of  these  Category  il  claims  is  discussed  below: 

a.  "Contains  one  of  the  most  ppwerful_diet  aids  available 
without  prescription"  (page. 8476,  second  column).    Thi3  i3 
a  true  statement.    The  Panel- recomnended  only  two 
substances  -  -  phenylpropanolamine  hydrochloride  and 
bensocaine  -  ~  for  Category  I  as  safe  arid  effective. 


b.  "Contains  one  of  the  strongest  diet  aidsavailable  _ 
without  prescription'  Like  claim  "a",  thisisa 
true  statement  for  products  containing  phenylpropanolamine 

c.  "Encouraaes  water  loss  with  a  gentle  diuretic"  liS*  J  • 

this  is  a  trie  statement  for  products  containing  

caffeine.    Caffeine  has  been  recommended  for ^Category  I  as 
a_diuretic_by_the  panel  reviewing  orally-administered 
menstrual  drug  products  andinCategory  I  as  a  mild 
fetimalant-by  both  the  Nighttime  Sleep-Aid  and  Stimulant 
Products  Pan*I  and  the  panel  reviewing  menstrual  drug 


485 


products.,  k  fuller  discussion  appears  above  on  pp.  17-19 
insectlon  2  relating  to  the  labeling  for 
caf feine/phenylpropanoiamine  combinations. 

d.  "Easy-to-follow  reducing  plan  built  around  food  yoa 
loye_tp  eat,_  you  will  eat  well  but  less  and  lose  wei.ht 
without. going  hungry-  (idO.    Clinical  atudies.submitLed 
to  the  panel  demonstrate  weight  loss  where  caloric  intake 
has  been  reduced  in  accordance  with  diet  plans  recommended 
along  with_these_prpducts.  .These  diet  plans  contain  a 
wide_ variety. of  nutritious  foods,  limited  only  in 
quantities,  not  tn  the  breadth  of  the  array  of  foods 
specified.    This  labeling  should  certainly  be  allowed  on 
products  which  are  packaged  with  a  diet  plan, 

uni?ue  way  t0  hel?  your  overweight  patient  eat  less" 
lid.).    This  is  a  true  statement  because  these  products 
involve  the  consumer's  usihga  specific,  approved 
medication  to  reduce  appetite,  rather  than  requiring  the 
consumer  to_si iply_try  to  follow  exhortations  to  reduce 
calories  without  the  assistance  of  medication. 

g.  ..-•now  enjoy  a  slim,  trim  figure.  Lose  pounds.  Reduce 
inches     ;page 8476,  third. column ) .    These  claims  are  lay 
des_criptiori3_of  goal-oriented  products  and  are  helpful  in 
encouraging  proper  compliance  with  product  instructions." 

h.  "Lose  weight  starting  today.  Look  your  best,  feel  your 
best  This_is_a  true  statement.    When  caloric 
intake  is  reduced  below  energy  requirements,  the  body 
begins  to  u3e  up  stored  fa      or  energy.  _The_claim  does 
not  refer  to  any  specific        ant  of  weight  loss  on  the 
tlrst **Y±    "hile  tbe_ampunt_may  be  relatively  small,  it 
is  nonethelessastart  and,  once  the  process  starts,  the 
end  result  is  closer  than  before.    Like  claim  -g,«  these 
claims  are  lay  descriptions  of  those  goals  andare  helpful 
tn  assuring  proper  compliance  with  product  instructions. 

I.  "The  delightfui  aid  to  appetite  coatrol"  (id.).  Except 
fpr_ •delightful"  this  is  the  same  as  "ftn  aid  Tn  the  ___ 
control  of  appetite,"  recommended  for  Categpr_y_i_by  the 
Panel  (page-8475,  first  column,  1  2(5)  i._  The  addition  of 
-delightful",  is  harmiess.puf fery, _ tiiiiy  justified  by  the 
fact  tnat_the_ recommended  diet  plans  enclosed  With  the 
products  contain  a  broad-array  of  foods.    The  reasoning 
for  this  is  the  same  as  for  claim  mdm  above. 

j.  "Delightfully  delicious,  scientifically  formulated  to 
help  you  control  your  appetite  quickly, pleasantly"  (page 
8475,  second  column).    Ka  in  the  case  of  claim  "i",  above, 
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the  addition  of  ■deligWf  uUy_delicious\  is,  again,  -   -  - 
justified  by  tho  breadth  of  variety_in_the  foods  included 
in  the  diet  plans  enclosed  with  these  products.  The 
phra3e  "scientifically  formum*^  ts  truthful. 

k.  -X  most  pleasant  aid  tp.help  ycu  lose  weight1'  (id.). 
As  in  the  case  of  claims  "d",  .M"  and above,  the 
phrase  -most  pleasant-  is  fully  justified  by  th  d| 
variety  Pffoods  permitted  by  the  diet  plans  en       id  witn 
the  products. 

I    "Trim  pounds  and  inches  without  crash  dietsand  _  _ 
strenuous  exercise"  (id.).    This  is  a  true  statement_an^ 
is  also  properly  goal-oriented,  like  claims  m99  and  "h." 

in.  "A  modern  aid_to  appet ite  contrpl_fi pr_pepple  who  love 
to  eit"  (id.  J.    This  accurately  describesin  lay  terms  the 
target  population  of  those  who,  without  this  aid,  would 
eat  larger  quantities  of  food. 

b.  "Reduce  to  the  weight  andsizeyouwanttpbe"  (id.). 
M_in_the  case  of  claims  "g,"  "h,"  and  "1,"  it  is 
importantin  ensuring  proper  compliance  with  product 
instructions  for  the  consumer  to  keep  the  goals  in  minrt. 

q  -Ah  effective  easy-to-follow  diet .plan  that :  lets  you 
Anloy  eating  delicious  nutritious  foods  eve^yday.as  you 
lose  weight*  (id.),  tike  claim  "d,"  this  is  a  truthful 
statement , 

r.  -Enables  the  obese  individual_to_lose  weyht  in  the  ______ 

most  comfortable  manner  by  decreasing  the  desire  for  food 
(id,),    These  products  enable  obese  individuals  to  lose, 
weight  "in  the  nost.cpmf prtabie_manner\  because  appetite 
is  reduced- for  greater  quantities  of  food  than  permitted 
by  the  enclosed  diet  plans. 

s.  "Hunger  pains  are  spared  and  alow^calorie  reducing 
diet  may  now  be  more.easily  tolerated"  {id^ .    Thi?  iaj* 
truthful  statement,  describingaccurately  the  process  by 
which  these  product      chieve  results. 

Claims  "r"  and_"s"         not  only  truthful  but  describein 
detail  the  manner         ^ich.t he  product  works.    In^f act , 
theUe  st^ements  •  explain  tp_t_he  consumer  the 

reasons  lor  the  P    il'b  ,  oposed  statement i  *M§ 
product'*  effectiveness  is  directly  reiated  to  the <^pee 
to  which. you  reduce  your  usual      •  *  intake    (page  8476* 
first  column) . 


-  * 
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CONCLUSION 


?h<?  Asspciatlpn.suppprts  the  panel's  classification  of 
phenylpropanolamine  hydrochloride  as  generally  recognized 
as  safe  and  effective  when  used  in  OTC  weight  control 
products.    The  extensive  <?aVa  discussed  abpve_dempnstrate 
the  safety  of  phenylpropanolamine  at  the  150  mg  daily 
dosage  level  and  amply  support  the  safety  of  the  - 
currently-marketed  weight  control  products  at  the  75  mg 
daily  dosage  level.    The  Association  also  supports  the 
Panel's  recommendation  that  the  combination  of 
Phenylpropanolamine  and  caffeine  tssafe  and  effective  if 
labeled  a3  an  "anorecttc/stimulant." 


?he_Asspciatipn_believes  that  weight  control  active 
ingredients  in  combination  with  Vitamin  and  mineral 
supplements  should  be  allowed,  contrary  to  the  Panel 's 
recommendation.     In  addition i  the_Aarpciation_ut3e3  that 
PDA  reject  some  of  the  Panel's  recomenrtattons  with  regard 
to  Category  It  labeling. 


f he_Asspciatipn_appreciates  th  v  opportunity  to  submit 
these  comments  and  hopes  that  the  agency  finds  them 
helpful. 


Sincerely r 


THE  PROpWtTW  ASSOCIAT_IQN--~--> 
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EXHIBIT  1 


■Comparison  of  the  Anorectic. Activity  of 
Prolamine  and  Placebo  Without  Concomitant  Nutritionally 
Balanced  Diet."_  Marianne  Sebo^ ,  Staff  Physician, 

JFK  Memorial  Hospital ,  Philadelphia,  PA.    A  double-blind 
six  week  cl inieal  evaluation  was  conducted  with  /2 
patients  who  received  either  35  mg  phenylpropanolamine  and 
140  mg_caffeine  (sustained  release)  or  a  placebo^ twice  a 
day.    Throughout  the  study <  no  clinically  significant 

variations  at  sitting  blood  pressure  or_ pulse  were  

observed  or  reported.    PPA  patients  lost  statistically 
significant  amounts  of  weight  compared  with  placebo 
patients. 

_*pouble-flind  Evaluation  of 
Phenylpropanolamine-Caffeine  Product  as  ah  Adjunct^ in  the 

Treatment  of  Obesity."-  E._R.  Jolly,  M.p.i  BipMetrics  

Laboratory,  Clifton,  NJ.    Findings:- A  double-blind  12-week 
study  of  £3  patients_reyealed  that  21  patients  on  _ 
phenylpropanolaminercaf feine_shpwed  an  average  weight  loss 
of  15  psurids,  and  13  patients  on  placebo_showed_a  weight 
loss  of  8  pounds  over  the  12-we3k  test  period, or.1^2 
pounds  per  week  for_the  phenylpropanolamine  patients 
compared  to  .66  pounds_pec_week_f or  the  placebo  patients. 
Side  effects  were  minimal  and _equally_divided  amoung 
Placebo  and  active  drug  groups.    One  pati^nton. the_actiye 
medication  reported  Jiyperst imulation  and  sleeplessness  and 
on*  patient  on  the  placebo_noted  extreme  nervousness.  No 
significant  changes  in  blood  pressure  or  pulse  rate  were 
observed. 

•Doubie-Blind_CHhicai_Ey   

Anorectic  Activity  of  Phenylpr opanolamine  AlpneCompared 
to  Phenylpropanolamine  Plus  Caffeine  in  the  Treatment  o£ 
Outpatients  with  Exogenous  Obesity."    Anthony  Conte,^M.D.* 
Pittsburgh;  PA.    In  an  Brweek.dpuhle-blind  ranuomisea 
clinical  test,  phenylpropanolamine. 50_mg  w<is  compared  to- 
phenylpropanolarnine  50  tag  with  caffeine  200  mg  (sustained 
release,)    Of  the  sixty-two  obese  adults  who  enteredthe 
clinical  evaluation,  bothgrpups  lost  similar  amounts  of 
weight.    No  deviations  from  baselinewerereported  in 
sitting  blood  pressure  (systoUc/diastolic)  or  pulse. 
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In  an  open;  crossover  comparative  study,  the 
bioavailability  of  25  mg  phenylpropanolamine  (q4h,  IR) ,  75 
mg  (cd,  IR)  and  75  mg  (od,  SA)  was  tested  in  18  volunteers 
by_Donaid_Flaster,  H.D.     No  significant  blood  pressure 
effects  were  reported. 

  Griboff,  et  al.j  reporting  in  Current  Therapeutic 

Research  I7i  535-437  I3"75.  found  no  significant  changes  in 
bloodpressute  or  pulse  measurements  in  a  double-blind 
parallel  study  on  66  volunteers  recei/ihg  25  mg  PPA_with 
'?0  mg  caffeine  (tid)  or  placebo.     PPh  patients  lost 
significant  amounts  of  weight  compared  with  placebo 
patients • 

 Altschuler,  Sebok  and  Conte  conducted  6-8  week, 

double-blind/  parallel  studies  using  50  mg  PPA  (od,  SR), 
37.5  mg  PPA  ibid,  SR),  and  25  mg  i'?k  (tid,  IRi, 
respectively.     No  significant  effects  on  blood  pressure  or 
pyls^^teweie  reported  or  observed.    Significant  weight 
loss  was  reported. 

Tri  a  doubifc -i/lind,  crossover  study  conducted  by 
Bartley  G.  HoebeU  Ph.p.i  e_t  ea. ,  at  Princeton  University, 
Princeton,  N J ,  phenylpropanolamine  (25  mg,  tid)  reduced 
body  weight  in  70  adults  significantly  more  than  a  placebo 
pill.    During  the  first  two  weeks  both  the  subjects_ta!s in,j 
the  placebo  and  those  taking  phenylpropanolamine  lost 
weighty  but  during  the_ second  two  Wiveks  9-nly  those  taking 
the.  drug  continued  to  lose.     On  daily  questionnaires  those 
taking  the  drug  reported  ho  rhange  in  the  way  they  felt  or 
the  time  it  tcok  to  fall  asleep. 

F.  B.  Bohen  ky,  M.D.,  Brooklyn,  Wew  York, 
conducted  a  single-blind,  four-week,  crossover  cli  ,,jal 
evaiuationof  60  patients  in  Dr .Bohensky's  privaEe 
offices.     Sppedrine  (25  mg  phenylpropanolamine  plus  100  nig 
caffeine  plus  mult ivi t ami ns^tidl  was  compared  to 
dextro-amphetamine  ana  placebo  as  an  appetitie 
suppressant.    The  results  indicated  that  the 
phenylpropanolamine  groun  (Appedrine)  on  the  average _163k 
\  •  ? ? _ P?wii_ds  pe r  week  ,  _ t  ho  d  ex  t  r p - amph e  t  am  i  ne  _  g  r  p  u  p  on  v  h  e 
ayera  *  lost  2,3  pounds  per  week*  and  the  placebo  yrcu?  en 
the  average  lost  .62  poandsper  week.     No  significant 
changes  in  blood  pressure  or  mood  changes  were  reported 
observed. 
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Exhibit  2 


Massac  usett s  College  of  Pharrr,«;<:y 
\ '"7^5?  anc*  A''ie<*  Health  Sciences 


September  25, 1981 


J.  Richard  Crout,  MD,  Director 
Bureau  of  Drugs,  HFD-1 
Todd  &  Drug  Administration 
5600  risro  rLane 
.  Rock v  Hie,  MD  20B57 

Dear  Dr.  Crout: 

This  letter  Is  in  follow-up  to  our  discussions  oh  sustained  action 
dosage  forms  and  your  Interest  In  the  physiological  response  to  a  75  mg 
bolus- dose  of  ^enylpropanolamlne-HCl.  You  will  recall*  Pm  sure,  our 
meeting  on  September  11th  In  the  Commissioners  off  ice  at  which  time 
we  reviewed  the  F.R.  publication  status  of  the  Advisory  Review  Panel 
on  DTC  Miicelleneous  Internal  Drug  froducta  -  Proposed  vlonograph 
-for  DTC  weight  control  drug  products. 


 As_pn_fiy_id  student  of  the  sustained  action  dotage  form. and 

phenyJpropa_nolaminBi_l  was  certain,  1  advised  you  at  the_me_eUng, 
that_  my_  files  Included  descriptions  of  experimental  work  where  ji_  _75 
mg  boiut  of  PPA  had  been  administered  to  human  volunteers  In  a  plain 
Immedi^tajreLaBse  dosage  fgrm_and  the  hemodynamic  reiponse  studied, 
The_5BA_forl^A_W 

three  way_  _c^pss-ove_r_sULdy  JLmpIoying  twelve  normal  human  volun- 
teers, the  three  dosage  regimens  were: 

(A)  Two  rCor,..jr«  sustained  action  capsules  containing  75  mg  PPA 
and  5  mg  CPM  per  capsule. 

(B)  7.c  mg  PPA  irtf  8  mrj  CPM,  plain  drCg  as  a  bolt  *  .  ?se. 

(C)  30  mg  PPA  and  5.33  mg  CPM,  plain  drug  it  0,  \  mitt  8  iioufi. 


The  bioavailability  study  determined  plasma  leveli  at  the  1,  2,  3, 
4»__67_8i  10,_l2_an_d  24  l»ur_p^doda_folJowJng__drug_ln^ 
addition,,  blood  pn»»*  r~  and  pulse  (supine  and  standing)  were  taken 
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lowland  :et_lL  5_end_ll_  hours  after  drSg-  doling.  No  clinically 
elnnlfice_nt  j?henge  In  blood  pressure  or  pulM  in  any  volunteer  during 
«tudy  was_  reported..  LJDitf9t  _MM_JhU  InformatiwUs  especially 
Importont  In  view  of  the  report  b_  hbrowltz,  et  el  "Hypertensive 
Rt!P°PS0_,_  Wuced  _by  Pnenylpropenojemine  Jn  Anorectic  and 
OicongosUr*  Prapereti6na»,  Lancet,  1980)  lsSO-61.  _The_ Horowitz 
etudy  wbu]d_euw5««t^ne  might  expect  en Increase  In  supine  d.astoUc 
blood  pressures  In  eome  volunteere  Ingesting  e  75  mg  PPA  boius. 
inasmuch  es  the  dose  cf  PPA  In  the  Austrellen  Mudy  wes  reportedTo 
fea_85_jng,_crUy  ^0  ^  Qfsatir,  _6wever,  no clinically  significant 
chsnge*  In  blood  pressure  ere  reported  In  the  carefully  controlled  study 
submitted  In  support  of  NpA 

At  the  time  of  our  own  studies,  ("Leek  of  Side  Effect!  from 
Orally  Administered  Phe  n  y  Ip  r  o  pen  o  limine  end_  f^enyjpropenolemlne 
with  Caffeine:  A  Controlled  Threo-PhMe_Study YGurrcnt  Therapeutic 
«•«■_«_  28, \W^i  im.WLm9ly9d..9  emiU_r*mbar  of  the 
Australian  product  •Trimolets"  for  eviluar.jpn.  "TrLmolets"  was  the 
85  mg  PPA  product  reporud  on  In  thi_  Horowitz  _pep_er.  The  cipsuJes 
conteined  a  fine  ycl!c»*  powder  leOelbd  to  contain  D^bunvjpro- 
panolemine  B5  mg  plus  fsrrotii  ghconete,  celch_r  jjantothenita, 
.thiamine,  rlboflevlh,  ^yrldoxihe  end  nicotinamide.  Only  three  capsules 
were  received  sswying  out  ir  B2.2  mgt  79.7  mj_  and  »S  mo 
raspectlveiy  (average  81.8  mg)*  The  PPA  Si l  these  cepsujes  wes 
Immedieteiy  soluble  In  water,  and  not  In  ■  sustained  release  form. 


Regarding  the  integrity  of  *he  sustained  release  dosage  form 
marketed  to  lhijLCjr.^Ttry^l  wbuWLlIfci  {o  add  that  our  ithoretories 
b»ve, L  for  jeers. now^eyeJueted  hiindreds  of  peiietited  oustoiried  release 
PPA  dosage  f qrrne jnarkeiedbythe  Jho^raJMedleai  Company.  Our 

-Jeboretorlfc*  provide  e  periodic,  pueilty. jeontrol  jwdte  and  essunhce 
.f^tlon.for  Thompson  es  e^  further ^chfek^to  Insure  compllancs  of 
mefwfectured  dosege  forms_  with LProduct_sps_ciflcetIons._Lampleai.ad 
to  Indicate  we  have  never  encountered  e  product _  where  J^dccs- 

-  dumping"  untior_  in  vitro  testing  occurred  end  the  eusteined  re  lees  e 
character  otLa_d^ca_ 'arm  :wes  ccm^nmlsed.  The  number  of  setety 
o_ieIIty_conJwLjtepjJ_aken^ prior  io  batch  release,  mwr* safety 
■'«cacy_jpf__ihe  eusteined.  _r^_t_on  product    and  provides  an 
exceptional  degree  of  o^emv_ei_gj__nce  Jvllng^ut  any  possibility of 

^^^nj^^..T^m^m\m^^^fo^iL bioavailability-  studies 

-have  provided  essurence  of  the  effeclWjness  ^f  tto_  tlota^.risleess 
activity  with  excellent  cbrrejetion  between  e  eingle  otoej^jthtJtlmad. 
jvleese  formuiati«v(75  mgJend  thro*  doses  oM^  immediate  rale* 

.dosage  form  (25  mg)  -*Ven.  at  4  hour  Intervals.  _Herce_pngoIng_i-  v< 
quellty  control,  In  our  experience,  assures  product  performance 
level  consistent  with  the  In  vivo  results. 


-  t 

474 


472 


Thompson*  75  mg  v«  PPA  tiofttfgo  ^ormt  *r»_minur 

rid  to  ccr.fotth  wito  to  .«.*!n0  lt\  vlfu  u.tsolutlon  pattern 

<  j.                   •  -  ;  ■  • 

i  30 « ??-5-35«!5 

'     «      V     5ft -75  '  '  '  '  '  «i» 

_    : :  B           80-100  ^ 
The  dissolution  pitterh  is  developed  by  mrr*,  i'sj  u  1,  Z,  4,  "6  aud  8 
iiours.                    .  ... 


 I  txust_Uiese_cor^  sequel  to  our  earlier 

discission  and  provide  some  mistance  ic  *;;u. 


Sincerity, 


PFHFF-W  PHARMACEUTICAL 
SCIENCES  LABORATORIES 


Professor  and  Executive  Director 


HlS'/lf 

ccs    Mrs.  Barbara  Bayer 

Marion  X  Flnkel,  MD  - 
WlUlam  &GU6ertsoh,  Pharrh.D. 
XdUH  K.  Jones,  JPh.O»    •  TO 
'    Mirk  Novltch,  MD_  -  * 
Dr.  Edward  Steinberg 
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Exhibit  3 


THTI  •.NCfT.fV".*  19.1982 


^■J*«J^,.!?«WT<*  *«h  "preHnuiioo  either  in  ctuklhood  or 
ui  wluJihooJ,  itntrntnt  wrv^U  generslly  be  in  conjunct  too  with 
other  spccialisti.  "«*_rj  ^tKntsjogrthcr  Jn  combined  clinics 

wc^trenUobetlieJbeu^ofKhiew  ...  .. 

There  inu  of  dcfottis*  retired  to  msoy  lethal  or  seriously 
hsnd*csppmg  gtiwttc  disorders,  Clinical  geneticists  mutt  not 
eacour>|e  this  br  being  satisfied  to  limit  ibeir  involvement  to 
diagnosis  and  ■_••<      counselling . 

MSVTC* 


WffiJmpROPANOLAMINE  AND  BLOOD  PRESSURE 

.-^TT/U^^^t^^t^a^ti^M^yA^in  been  safdyused 
in  the  U.S.A.  for  over  forty  years  u  •  nasal  decongestant,  your  April 
J0_  .cditpruL  raised  the  pouibiluy  tr^Pf  A^in  weifbt  control 
preparation*  could  produce  increased  blood  pressure. 

tad*  put  rwo  Vean,  Ihave  done  JhrnUrje  studies  innutootsity 
dink  inSaoPranciaco  of  tbeeiTects  of  threcdoMge  fona>  of  PPA. 
More  than  400  oboe  patients  were  studied.  The  results  will  be 

pubuihcd  elsewhere.   .    _____  _ 

Data  were  pthertd  oo  a  twelve-wed-,  double-Mind. 
Pbxebo  controlled- JHudy  ot  5Q_  mg  .PPA-three-timta  -daily 
(twice  the  recommended  doK  for  weight  ton),  a  double- blind, 
pUcebo  conttotltd  imdy  of  50  mg  PPA  combined  with  200  mg 
caffeine  m  con  trolled  rt  Lute  form,  and  •  single-blind  trial  of  75  mg 
PPA  in  cunttdl^rele«K  form. 

A-iih/tcdoMftjaLLKd  nosigni/kant  increase  in  blood  prtsturt 
to  more  than  400  patients.  2  patients  experienced  noteworthy  run 
>n  blood  pressure  .after,  treatment  with  75  mg  PPA.  but  these 
-ucrcascs  wcte  felt  not  to  be  drug  related. 

The  mean  pooled I  systolic  «i>d-diMtolic___)ood  prmiw  to  the  50 
mg*3PPA/pIscebo  study  are-shown  in  the  figure.  — 

P^TraultLtt^™  (b_> .  PPA  does  not  cause  1 1  stpufioauoCTtaK 
& -blood  pressure *v*n  when  the  i mount  ingened^l50mg/day)i» 
substantially  highet  than  the  recommended  75  tug  dose.  There  was, 
oo_ih_L-__QOtraryl  a  reduction  in  blood  pressure  as  the  studies 
progressed. 

CMM-MIWIfikaMy  Om,  

i«Fn---«.c_^«M«4ioi,u  $a  Rudolf  E.  Noili 


1419 

_  CEFTAZIDIME  AfiD  SALMONELLA 
Sa.-Dr  Carutd  sod  colleagues  {M«y  22,  p,  1157)  lined  a 
Salmomlh  ntvpon  septicaemia  treated  with  ceftwidin*  I  %  three 
hmea.daily  us  &ilure.  The  t_un__n_jm  jtUubkoty  concentration  for 
that  strain  wu  0- 25  Kg/ml  Probably  the  dosage  was  too  low.  We 
haw  treated  a  33-year-old  African  o»o,  who  had  sickle  cell  anaemia 
and  an  osteomyelitis  with  £  tyfkimurium  (MJC  0-29  jig/ml), 
aucctisfjUy  with,  at  Hrst,  2j  twin  daily  for  17  days_an£  after  so 
operation,  Lg_Bricrdaily_iar  »  days.  The  bone  marrow  sample 
taken  during  operation  wis  uaik  A  higher  douge  b  probably 
•Wind  M  Srimmik  (-topVpnaaihly,  S»fr/frJ  -inftdiooa. -Of 
iattmt  would  be  information  oo  susceptibility  of  the  isolated 
organisms  ^o  other  currently,  mibibjc  ut&ttia  tod  ncctssiul 
treatment  of  the  infections  by  ceftazidime,  where  prior  antibiotic 
tbcraqy  had  failed. 

l__Wmi  US  i-tctt, 
UabwitVO-M, 


P»amooM.Shah 
Wolfgang  Stuli 


MYOCARDIAL  CARNITINE  DEFICIENCY  IN  ACUTE 
_      _  _    MYOCARDIAL  INFARCTION 
__  Sn  ,-Dr  Sundu stvd  «>l_agua  0w.  9,  p.  1 !  6)  nrponed  decrtued 
lerels  of  free  L-amittne  in  the  myocardium  of  chronic  bean  failure 
patients  and  a  coocoauta^  rise  in  acylcvsh^ 
related  to  \  retnonJ  of  accumulated  free  fsny  add  (FFA)  sod  long* 
chain  tcyl-CoA  esters  secondary  to  chrook  bypc-tia  which  is  turn 
inhibits  sdrnine  oudeotidr  nam  loca^  '  This  metabolic  device^ 
also  observed  in  dog  beam  during  the  rmirible  phase  of 
bditamt?.  *eems  to  act  as  i  servo  mccbatusm  tendinf  to  relieve 
myocardial  injury.  Sui-iki  et  si  suggested  the  admuvstntioo  of 
apgenous.L-ctin^  during 

In  acute  eaperimeoul  isduemis,  however,  progressively  more  total 
L-camitine  is  lost  the  longer  the  ischacmis  Luti.1  Ttr.  two  findings 
strongly  suggest  thst  the  maintenance  of  physiological  levels  of 
L-caraitine  and  the  acykarnitioc  to  free  carnitine  ratio  play  u 
-mpcimni-iole  in  the  control  of  the  metabolism  of  the  injured 
myocardium.  ■--  - 

_W_e  i!»__a_undV__h^  jaaevtn 
patients  who  had  had  acute  myocardial  infarctiom  and  in  four  who 
had  died  from  cauacs  other  thu  bean  disease.  Io  the  firat  group  the 
tuwesampleswere  removed  from  theoecotic  area,  from  the  border 
,^»__^_/^_l^_M__bJL«_rl_^^  t^.oppffoU 
L-canutinc  levels  were  tcpamtclydctenninod  in  specimens  talten 
from  the  left  ventricular  wells.  The  necrotic  myocardial  situ  had 
tower  X-CJM^iDeJcreJi,  while  the  border  xooe  truue  showed 
intermediate  vthia  between  necrotic  and  healthy  aurroundini 
tiaaue  levels.  There  wts  no  discrepancy  between  the  myocardial 
-Carnitine  valuta  io  the  controls  and  those  found  in  the  health* 
surrounding  tiaaue  of  those  who  had  died  from  myocanlL-- 


We  did  not  obacrve  short  and  fang  chain  camitige  eaters  in  the 
ttf»cJrsgtDei_tsof  dthetgr«Tp,  peMumahly  t*efu»-  ii  rf^^-^j 
removed  24  b  after  death  at]  tiu-  L-aunrtine  content  is  present  in  the 
fret  isomer  form,  m  a  result  of  hydrolysis  during  the  period  since 
dcrth  and  during  storage  at  -25*C  for  *0~15  day*.  Therefore,  in 

carnitine  This  statement  is  supported  by  the  fact  ihs  vU^  tissue 
L-carnitine  levda  we  found  in  the  healthy  myocanfaum  wtrr 
iden:  ral  to  the  total  Lcamidne  lev  la  mcaured  by  Cedcrblad  in  tL: 
mymrdhim  of  bean  aurgery  p^kt-  it.' 


£  *>-aS»i-lnaiii  la  aw  tm  Mm  -mmim**  mm**m 
■  AMMm**  •vh'tm.lthti. 

X  *  "t  r*  ^r-  "tr-'-rTtr  - 

tiVM  Hnhmtttmtrmmi  tmtft* l.4W.thm Ywfc Am 

*.  Iw- 1  DW,D»-t->  r,  rv«l-rS;.M»»«>,3»Arr.C--e.y  1 0|.  < 
-     «w  kww.v*  Cnmwlamm .  Ci .  3w  ISTS)  Ut  \  T- 
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Exhibit  4 


PROGRESS  REPORT  ON  THE  PILOT  STUDY 
"DOUBLE-BLIND  SAFETY  AND  EFFICACY  EVALUATION  OF  PHENYLPROPANOLAMINE  HC1 
IN  EXOGENOUS  OBESE  PATT'XTS  WITH  CONTROL* ED  HYPERTENSION" 


■  i  gator: 


Mac''    •■  k    •Jti'--  '.ey,  H.D. 


Submitted  to: 
Thompson  Mudlcal  Company,  Inc. 
July  16,  1982 


K.Mi  Farragher 
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i«       si  cpy  ppkp*  <e 

The  purpose  of  this  study  is  to  evaluate  the  efficacy,  tolerance^  and 
safety  of  phenylpropanolamine  HC1  (PPA)  vs  placebo  in  the  treatment  of 
exogenous  obesity  in  patients  with  controlled,  stable  Hypertensive 
diseases. 

1 1 .        PATIENT  POPULATION  PROFILE 

The. .pat  lent  populat I on.. prof  ile_  Included _tV«AY<  Li?.)  .patients  _in__t he  age 
range  of  25  to  67  years  with  exogenous  obesity  and  controlled,  stable 
hypertensive  disea  ■. 


A  r„9T':  f  oU^djL  stable  hypertensive  diseasc.was.def  incd_as_dias_to_l ,ic_blood  

pressure  at  or  below  94irtmHg.  The  'typertensive  disease  sCate  was  controlled 
with  thiazide,  with  and  without  concomitant  potassium  supplements. 

Exogenous  obti'  lty  was  def  ined__as  at_  least  1Q2j_  but.  not  rap  re_  than __55Z  over- 
weight as  calculated  using  the  revised  Mctropol itant  Life  Insurance 
Company  Statistical  Book  47:1,  1966. 

1 1 1  •       PATT E:iT  EX€Li; 5 IPX  CRITERIA 

Patients  currently  using  concoirmltaht  medication  which  would  interfere 
with  the  evaluation  of  safety  arid/of  efficacy,   I.e.  HAD  Inhibitors. 

Patients  who  have  suffered  a  recent  (3-6  months)  myocardial  Infarction 
or  with  severe  cardiac  decompensation. 

PatUnts  who  have  had  recent  (3-6  months)  surgery. 

Patients  with  elevated  venous  blood  pressure. 

Patients  with  unstable  or  accelerated  anginal  episodes. 

PatinJt'i  •-Ho  exhibit  complications  of  hypcrtenst ion  or  >;  •  : rio-rlerot ic 
cJrdtovascular  disease,  such  as  cerebral  Ischemia  or  •.■.■*•-.:«: 

Patients  who  r;> -jnot  adhere  to  the  protocol  visic  sr'n 

Patients  who  are  pregnant  or  lac'.irlng. 

P.it * •  ;»r  ■?  who  have  been  on  weight  reduction  programs  ■  eJlcstlon 
during  tt.f  three  weeks  prior  to  tiitn  study's  In  1 1 1  ■•  ■ 

IV.        Sr.'pv  DESIGN 

iht-  Nludv  wa*.  a   sin^ir-hi  1  nd  cror.tover  studv  whirii  «?»  t  »  *..ird  for  six  weeks 

;i  cinhnt;  t     tfi   u-ii-juing  m   tic  H  ion  ami  dosnK*  *  -It 

W'JK   1         ">unv!:.r.  nan.' 1  amine        nil.   caffeine   »<H>  *.<>  r 
^         (cm-  hour  before  raral«) 


3. 

s. 

1 . 
3. 


v  1 
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IV:         STUDY  DESIGN  ivvd) 
WEEK  3 

WEEK  4     PJ««*Ji  b.i.d.   (10  A.m.  &  4  p.m.)  j  waahout  perI63 

WFEK  5   

&  Pht-nylprop  ino lamina  75  rag.  o,d.   (10  a.m.) 

WKEK  n 

Data  was  collected  according  to  the  following  schedule: 

INITIAL  MSIT  (Day  0)  Chest  X-Ray,  Background  a  Clinical  Data 

-T.EkJY  VISITS  _  l        Body  Weight,  Vital  Signs  (oral  tempera 

ture,  blojd  pressure;  pulne),  Appetite  Suppression  (degree,  duration), 
Side  Effects 


CI WEEKLY  Vl.SltS.  r   .Physical  Examination,  Supine  Elect ro- 

curdiugraplu  Trac  Ing,  Blood  Pressure  arid  Pu  lse  4,1,2  f>  4  hours  after 
Initial  doie. 


STATISTICAL  MFTHO&S 


Anajynls  of  variance  (t-tests)  was  performed  on  the  differences  bet  ween  _ 
bane  Hue  vslurs  and  (a)     biweekly  treatment  group  value"  anO  (bj  biweekly 
treatnrnt  irrnuo  values  taken  at        \.  1.  and  4  how ir  a  f   -  Mm>d  nreasure  and 
poise  meatureaent s. 


then*  variable*  ver»  also  tested  for     '  «i  If  i  cant  Jj...V  v.v«'  (m  «ac  i  treat- 
ment  t*i»up.ihir  1  njj;     each  treatment  we-..    \*       .  y  •*  % .  week  3  vs  4. 
werk   *  vs   b)  .  ~~ 


l.aburacory  value*  (glucose,  thinly-.      .         :holr*tctol,  (XTT,  SCOT.  LD1I. 

solium*  pota**iiis>4  fbloHJe  and  oru  \  rmt   rk*ures)  were  coapnrrd  for  tlgnl- 

[ \<L  'f  rrncejs  .bt'torrn  baseline  and  rnd  of  treatment  grinip  values. 

AU.»,  labntatitry  values  for  placebo  vs  mailtcated  treatments  were  rnaparrd. 

Hunger   t  «r  1 1  n;r   .  (appe  t  1 1  e  iupp  ran  Ion)   and  wvight   \p*n  meaaut  einent  a  wrri 
c*rtmli)rt!   fnt   .11  ff  rrnirn  betwern  b**elin<-  and  end  ol    treatment  group  value*. 

A   lJ  »t  .nnfl.irmc   l«vrl  w.in  uanf  to  tent   t  ln«   *i  V\t  i  »t  I  c  n  1   n  I  *n  1  f  . ",  imr  k»f   -he  data 

*:n  t»v  hi  m'i  i*; 


r,u  i  n;i  ri'j'i'ijM  ins  vnnrii  r 


In.  _i'f    Mir    [n_i  t  I  .  \_  fvri vr  pat  lent  A   i  i*nj  r  W*>   ituJv       Istipnt  ~9K 

V.  _»  •T,r.' :V.'  *M  .*!»«•_' .1»J"_»  rro»»s»>vei  l^jt   urt  <i  dl  n     .  i  i,*,,,.,!  b«»<  tn«e 

'    ,  f    '         '    vl    Id1  li'm  l-.'Pilng   »  i  M   . '   Ir.t.t  :    t  .  t     t:  I   |  rt       •'  t*r 
i  .  -mr-  H  >•'#•(.  I  "  ,    i  •  «;•»•.  t  1  >  i  '  v  \     ^'ultlirr   )>il  I  im  t    Iri/il  od        .■    mtv  f  t  ti    1  e  ««  t  1 .  ■ 


I"h,L_'l  i' *  «*'•:.  L"'.'  irnl.p'H'"     >  »'n  pr.-riie  i«i  i. 

SM  t    wr  1  P?  I  •  (    tn-  I  ||  M    i!>ai.|.  iri  |K  ii. 


i 

r 

(J-4II.  O      »M  I) 
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T**'-r    .  nnarr  rati,  .la  raoria 


10  

sa 

FmIi  9 

•  

ACE   ('YES)                                               _  _ 

2*-*7_ 

-**;a 

2V-67 

o 

P 
7 
3 

X  ob'CTyiicrr 

**«                                           18*.  7 

2S.ti 
12-Vfc 

1 7*. 8 
1 4*- 214 

IMAL  WUCICT 

iii„* 

Mn««  121-184 

137,2 
12*~3>84 

8.     VITAL  STCHS  DATA 

1.     ilmxt  Preiser*  #r*J  KlM  D#t* 

8***1  In*  v«  84«w*«l?  Tr««ts 

•nt  V«lu*« 

T*M*  2  ll*t«  th*  mm  and  i 

r«i|fl  «•!•»«•  ioi 

FuIm  «t  h«MllM  «^  «t  ««d  of  «*c*  UMtatnC  parted.  flfur* 

1  cUMaya  th**«  «•!««•  grap^Ually. 


Hiv*  v«U#«  «M  #t*i  «»f  t r mi  »*t» I  <raU«a  f#r  fel*otf  fT«««ur«  «r  puis* 


4^1 


fcAjf 

_WL£*  _4 

:  f  *r.Uia* 

(71.  u) 

fcC~*§  fic.Oy 

•>--*: 

Ml.  n 
« .  » 

«/*»^*«.  (M.tj 

m.-;  ir«  r 

*«£••(  lc 

•\ 

12-*Q    ill. 2) 

xu-irt 

f***xl  UEAWBLOOO  PRESSURE  rww#*a)A*«PU-Sr  _  _ 

AT  BASELINE  AMD  END  OF  TREATMUfT  WEEJCV 


RATE  fbaats-'wwwt)  VALUES 


no- 

TJ0« 


40  « 


4^ 

•  r 


*   ifcrcjS^,  -  *.'i.v?i*«r  t**  scam  if  tb*»«  gr«?*U*li*. 


ti  -  -J  rt\»w«       puiw  «T  t**.ii«*.  «x         :      *  ***** 

MftK;   r-1".  *ad  tr«»t»«tt 
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*7B-  » 
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f  on  3  MEAN  &bCQf-«£SSl0*E  U'mi^SH  j^owjlsc  am 
fCli^OWlNG  TREATlflEWT  TWO  l£Uc*trt. 


WSLUE5 


values 
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ERIC 


J.  jfj 


t*^  r  »  t <-tv  fe I  W*xt  jywtw 1 1  ■ 
I c  TaM*  ft. 


—  -          I  — -~  ' 

-  -m'*v                           j  •*•»•" 

i*v  in          1  •»*-_:!  if  __j 

<  ft*..  ■ 

»*«  > 

-    -  |  

-     -      -      .  -| 

1          "  J 

/»*  * 

j  '•» • 

 H±  * 

'•* 

*.  it 

1  If*  . 

• 

■s; 

  - 

I  • 

«  tV  A 

Ml  1 

 •  .      t  r. 

a  t 

f  -           —  ~ 

1  - 

f   

j        t**  * 

«  (t 

Irt4  f 

»*»  t 
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*p^**w«c»l  lp  «r«  id*t*d  to  t*«  Wton  af,  r»»*  table. 
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rj-Ot    t«,rlf  iTLTM    VJ.uc.    4  1J    ttet    f  iktf  CtMttC.      Ail  t«W|«r*tuT« 


I^tl  »«Iui»_rtkMd  _th»  W  l  ;^;(ii_i:f  j  M»  vttiftit  _Io»*  fif  I  .|«M>ki  .. 
l«T  m*t*         ng  IC.O00  p«[  Unts  receiving  pCe*cr  if- 1  J«»  *»lght  !•■>•«  4t4». 


jiiftf*r  •  -r*rc*  percent   (%lt)  of  cite  pafUntt  rc^rttd  ^h*t  tlve*  Mkjri> 
»tiLf«».^!>t  or  ulljl.t  hun^if  fe«l  trig*  «f  i#r  *«c#tv  fW  ft  14),  cit 

_V^»i  PT*  .l*"?*  **.Tf?**_r-*',f  #*I_<?!_2)  cflM  ^itUnti  rrp»r   

tt*»l   tt*v  e*p*rieiv  #d  »odcr*r.#  or  **Tk«d  h***g«r  f««ll*g*  after  r«c«ivl«f 


SIM  iVFftTS 
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TNr  1*2  a>?  ^*iilLLi  .4 lifer  *a:«»_b«n-e««_U»ciia«_Aad  ^. .  !* 

tr..-.«:  ev^riccfive  p«tl«sr  ^>wl«tij;B*.!  i«  initio*  41f <«T«stc»_b«5v**j; 
tM**:tric  istf  cai:        tr  M  tM«{  .  ««1m  »  ac«-*l*a  tt *»<  «iff«r**.*« 


T5*._**f  «ftiw*»»*»_»<  p^^^l^o^^  ^4»-a«_«?p«tit*  »uppr«»**fct  « 14*  f  or 

ftij  til  Pirt  II~  *'**"  W**f-.la#T^a-         C^«rsa«*r  4   let  ifcg_^>tf  U*.  _ 


4SJ 
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THE  PROPftlEIAJVf  ASSOCIATION 


August  27,  1931 


Art&ur  Bull  H*ye*#  Jr.#   

Coa«i»*tan«?  cf  r^oj  tad  Droit 
Dockets  ha aaaeeent  trench  (*FA-3/ft5) 
fcooa  4-*2-  -  -   -   .     -  - 

Fboi  a«d  Druj  fcd^taietration 
5S00  Habere  Lane 
Aoekville,  Mir/li&a  20157 


**piy_?<»V*^ti:  Waifat  Control  Prog;  Product  a 
for  Oret-the-<oant«r  f~a*&n  Osej  Kfttabllahawat  of 
#  ^n3jr«phi_Wya«co_»otis«  of  Propd**fi 


Dear  Sir; 


CoanenEs  were  da*  on_Jaly_ 2f  i_l*l2i_©a_tbe_e^*e_propoeal, 
wbict  tftnitits  of  e_Peport  end_ Propoae d  ftoaojrapb  of  the 

Sdvieory  Panel  on  0?C  AitcelUne^uj  Internal  Drui  ?ro^act«,  

convened  By  the  rood  aisd  brae,  ftdsiniatration  oftderita  OTC  ?ral 
fceview.    Reply  cedent*  ear*  to  be  eabaitted  by  Ao-juat  27,  l'el2 

The*e  i\ypl?  cvmanit  ire  filed  ©a  behalf  of  The. Proprietary 
MeociiMoh,  a  iOi-year-old  trade  aiioeiat to*>  t*e  active 
Mooera  *f  vtoicbare  enfeaed  In  tfit  WiB  fact  are  and 
diatrifruiiOA  of_AOApreacripil6A  *r  over-tRe-conAf er  «#<Uctnal 
prodacte.    Ha*bera  »f  the&aeoclatioA  are  Mbject  to  tm 
federal  r©>d,_0r«9  an^Coeaetic  Set  (21  I01#  at  eeq.) 

astd  aire  interested  1a  and  affected  by  tbU  propoaal. 

Tfeeee  reply  CM*en*e  eEe^AOt_i*teftded  toiuperaeie  any  wfctch 
N*y  be  filed  by  individual  aaabera  of  the  Association. 


C5ih*eita  Which  Aaaert  tK*t  Pto^ylproPinolnAina  Causes  lllh 
B^opd,  prtiiara  or  otter  BSSMIM  *»«ett»fttt 


The  principal  <£o*cern»  of  the  Center  for  Science  in 
t&e  P«*:u  2*t**e*t  *CW*  refstdlaf  tfce  safety  of 


if*] 


).  Poc*^^Wc^-»l«~0S22 
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phenylpropanolamine  tilt  on  what  CSPI  describe I as  •the  known 
tendency  of  ??X  to  raise  blood  pressors. (CSPI,  p.  5.)  To 
the  contrary,  chare  have  been  no  stadias  auba it te4  or  cited  by 
any  participant  la  t hi a  proceeding  that  support  the  proposition 
that  WA _has  a  'known _taodaney-  to  raise  blood  pressure  at  the 
dosage  lavale  recoaaended  in  the  AMPS. 


tn  _itJ_d|a£uss_ion  of  the  relationship  between  PPA  and 
hypertension* _^PI_stanas_that_af t«r___t^-?snells_report 
w« i 9 nt  control  product*  containing  PPA  was  submitted  to  PDA  in 
1*79  'several  raports  of  alaraln?  cardiovascular  reactions  to 
recoaa&nded  quantities  of  PPA  appeared  In  the  tho  aedlcal  - 
literature.-  (CS?X,  p.  (U.  •  in  response  to  this  evidence;'" 
CSPT  goes  on  to  stats,  *rxn  took  regulatcry  action  to  reaove 
f roe  the  airkat  all  weight  control  products  containing  stngl*, 
iaaediate-relaasa  Joses  of  graater  than  37.5  ag  of  PPA  and 
tlaei-rslsa**  doses  of  greatar  than  7$  ag.p  (CSPI,  p.  6.)  This 

is  incorrect.  In  actual U7 the  action  by  PX>A  to  Halt  products 

to  singla,  i*»«dlsta-raierae  doses  of  aot _gM*tar_than_37.5  aj 
ot  PPA  and  ti««d-ralacse _ doses  of  not  grea tar  than  7S_ag  w«s 
based  on  the  agonc^'s  position  that  products  which  containad 
hiiber  doses  were  _«ofc  aarkatad  OTC  prior_to  Dacaaber_5*_1975i_ 
and  wars,  tborofocs,  "naw  drugs.*    (47  fed,  Beg.  February 
26,  1*32.) 


CSPI  cites  th«  dotsbl*rblind_ trial  rtpo^fced  by  Borowitz,  *>t_al. , 
in  1*80  as  substantiation  for  its  assertion  that  tha  available 
avidanca  does  not  support  a  Category  I  classification  for  *ny 
dose  of  PPA.    The  Association  eoaaent ad  extensively  on  the 
Horowitz  itudy  (sea  p.  5  of  PA  Coaiiieats),  ead  now  wis has  to  add 
that  the  study  by  C.  A.  Mitchell,  frafarred  to  on  pa 3 a  7  of  our 
coaasnts,  did  not  r sport  coop i rati a  results  with  the  50  at 
tlaed-raleiae  portion  of  the  study.    In  a  crossover  stody,  sis 
noreotanslve  volunteers  racaived  placebo  or  50  ag  PPA  plus  0.25 

ag  belladonna  alkaloids*    tlood  prassura  and  palsa  vera  

records*  svery_lS  ainutas  for  the  f irst_*0  aiwutas  and  every  SI 

ainutes  for  tha  nest  90  aiautes  after  dosiwg.  flitcbeli  

raportad  no  statistically  significant  differences  bet  we  an  drug 
and  placebo  on  aaan  arterial  pressure  or  pulse. 


Nor  did-ll  percent  of  those  per eon^  who  received  50  ag  of  PPA 

in  a  tieed-release  fora  in  the  ■orowltx  study  develop  _   

•significant ,  soaetlaes  severe  diastolic  hyper tension;*  as  CSPI 
asserts.    (CSPI,  p.  €.)    Rorowltx  reported  that  four  of  the  37 
subjects  had  a  diastolic  reaJing  of  XOO  or ^®r«»_Snj_reported 
that  one  of  those  four  participants  had  a  aaslau*  suplho  blood 
prassura  of  145/110  aa  Hg.    Presu«61y  the  subject  with  the 
1<5/110  aa  fig.  read ing  had  tha  high*  si  diastolic  raading  6t  *.ha 
four  subjects  with  readinjs  of  100  or  acre,    this  is  not 
equivalent,  fcowever,  to  reporting  that  tha  subjects  had  "ttviri 
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diastolic  hypertension • •  as  C3fl  states,  nor  did  Horowitz  so 
classify_tb$tfe_subieet a .  _HorePver i.aitbbughiarowitz  stated 
that  three_sobjects^io_the  85  ag_portion_Qf_tBe_  study  received 
anti-hypertension __tbet*E£*  be  did  not  report  ,  that  any  of  the 
oabject*  in  the  SO  apportion  of  the  study  received 
anti-bypert£«ion  therapy* 

CSPI  further  asserts  that  one  vpul4  expect  the  elevated 
diastolic  blood  pressure  readings  reported  in  the  subjects  in 
the  Horowitz  study  who  received  a  50  »9  timed-release  capsule 
to  occur  in  nore  peopl*  if  a  75  33  aose_were_ingested._  ( CSPI , 
P«_Z«>  _In_facti_the_Hoble  study_cit3d  on  page_7_of  our 
consents  demonstrates  that  no  such  result  occurred; 

The  speculations  of  CSPI  are  further  negated  by  the  fact  that 
tn  1981  approJiittately  five  billion  dosesof-PP*  were  taken  in 
the  form  of  cough/cold  ana  weight  control  OTC  products,  with 
only  a  handful  of  reports  of  adverse  reactions,  which  appear  to 
be  either  idiosyncratic  or  due  to  overdoses. 

The  comments  of  the  California  Associatibh_bf .Neurological 
Surge^nst  Inc.  and  thbse  b^  Arthur.?.  Shi nnA  Pharm. p.# _Beechata 

taborat or ies*_  ?aise  a  *i»i  lar_saf ety_concern_yhea_pPA_ is  

ingested..  However #_the_?eport3  cited  io.thosecomaentssimply 
do  not  indicate  that _th«re_t«_a  relationship. between  PPA  and  _ 
the  react  tans  report  ed_whejiPPA  is  ingested  at  _t  he  dose  levels 
recommended  is  the  *NP*.__Tbe  comments  of  the  California 
Association  of  Neurological  surgeons*  for  example,  report- three 
caseS-Of  adverse  reactions  after  ingestion  of  PPA.    Case  1  and 
Case  2  are,  respectively;  a  report  of  an  overdose  of  ah  OTC 
weight -control  product; -and  a  report  of  ingestion  of  an  illegal 
•J,obK-a2ike*  jproduct.    Case  3  Is  a  report  cf  ah  alverse 
reaction  after  the  ih9?«tibh  of  ah  OTC  'diet  pill,-  which_is' 

not  otherwise  i^arit if ie3«  _&a_to  Case  3*  it  .shpuld  also  be  

noted  t hfft _ 1 report  *t *,t«s  that  vomiting  occurred  immediately 
after_ingestion  and_that  the  adverse  reaction  occurred  after 
the_vomitiog.    It  is.anlifcely,  therefore* _thafc  the_adverse 
reaction  resulted  fro*  the  ingestion  of  the  "diet  pill.- 


Similarly,  the  report*  cited  by  Shinn  involved  overdosei, 
idiosyncratic  re*etisn§  ana/or  illegal  combinations.    Case  1 
Involved- a  patient  wiin  a  history  of  epilepsy  who  hid  a  seizure 
apparently  coincident illy -with  the  ingestion  of  two  comb i nation 
cough/cold  products*    *h  Case  2  the  patient  had  consumed  three 
to  five  ounces  of  whit**?  just  prior  to  ingesting  two  "black 
capsules,"  each  containing  a  combination  of  200  mg  caffeine,  25 
mg  #phedr the  2nd  50  m0  *P*r  a  combination  which  PDA  has  since 
declared  to  be  an  unapproved  •niw.dfu^.*    HI  Fed.  Reg.  3S344, 
August _13i  i|B2.|__ca5e_3  alain  invoiyed  two  •black  capsules' 
containing  the  sitae  illegal  combination* 
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CSPI  asserts  that  the  recommended  label  warning  ls_   

inconspicuous  ana  inadequate  to  protect  persons _who_have   

aypertencion,  heart  disease,  diabetes  or  thyroid  disease  from 
ingesting  weight:  control  product!  containing  PPA.    (CSPI,  pp. 
12-15.)         *n  sxamination  of  the  label -Warning  on  these 
products  shows,  the  warning  is  clear  and  conspicuous,  as, 
indeed,  Section  502(c)  of  the  Set  and  PDA's  regulations  require 
it  to  be. 

CSPI  further_asserts_tbit_*ic]bnsuroer    have  an  understandable 
tendency  to_beli«ve_tnat_drugs_available  bn_ah  OTC  basis  are 
safe  for  most  potential  purcbasesi.^ .•_(CSPI,_pp.  I2-15, )  We 
believe  that  this  istrue  and  that  It  is  also  fuliyconsistent 
with  the  philosophy  of  making  abdication  available  to  the 
consumer  on  an  over-the-counter  beeis^__Xn_sta*iog_tbat 
consumers  do  not  read  labels  because  they  believe  that  OTC 
medicines  are  unqualifiedly  safe  for  everyone*  CSPI_ts_not 
really  questioning  the  safety  of  PPA  as_an  OTCj  tt  is  really, 
questioning  the  fundamental  principle  of-self-medicstion  itself 

that  people  are  capable  of  using  £Q  OTC  safely  and 
effectively  if  they  follow  labeling  directions. 


Comments_Which_A3sert  that  Phenylpropanolamine  is  Unsafe 
Because  of  Allegtd-CNS  Effects    -  


CSPI  states  that  PPAis  unsafe  foruse  in  weight  control 

products  because  of  reports  of  _adverse_CNS_ef f ects  resulting  

from  the  ingestion  of  PPA.    CSPI  coneedee_that _• f nlone  of  these 
incidents  proves  definitively  that  P?A_can_cause_«ental  ____  _ 
derangement,*  but  contends  that  'the  etructuralsimilsrity.is 

there...*  between  PPA  and  she  ampbstsai nes,  adrenalinei_and  

related  sympathomimetic  amines.     (CSPI,  p.3,)    CSPI  couplesthe 
structural  similarity  with  case  reports  in  the  ttnitedstatea 
and  other  countries  linking  PPA  with  adverse  CNS  effects.  CSPI 
cites.several.repbrtSf  including  the  Diet  2  statvey  listed  in  the 
preamble  to  theAMPR  as  Reference  9,  as  support  Cor  the 
proposition_that  there  have  been  'scattered  accounts  that  even 
norma;  doses  of _P?A_mi/_sbmetime3  cause  or  aggravate  psychotic 
episodes,  hallucinations*  orot her  severe  behavioral         -  - 
aberrations  that  misic_amPhetamine_react ions.      (CSPI,  p.3.) 

we  submit  that  the  Diets  survey_does_not_suppprt_the    

proposition-that  there _sre_adver*e_CNS  effects  associated  with 
the  use  of  PPA  at  the  dosage  levelsof  the.products  currently 
marketed  or  the  dosage  levels  proposed  by_the_Panel._  A3  CSPI 

points  but,  the  Dietzsurvey  is  conposedof .scattered.   

accounts.  (CSPI ,  p.  3.)  In  addition,  the  seven  cases  referred 
to  in  the  bietz  survey,  which  were  taken  from  record  cards  of 
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patients  in  emergency  rooms,  are  *ccount3  of  isolated  caseo  of 

individual  inverse  reactions.    There  was  no  possibility  gf   

verification  of  the  actual  doses  of  PPA  taken  since  the  PPA  was 
not  taken  under  controlled  conditions,  and  there  was  no 
follow-up  to  determine  whether  the  symptoms  reported  were 
repeated  under  the  sane  or  different  circumstances,, 

Tneotherreportscited  by  CSPI  (CSPI,  p.3#_fn.  $J  ilio  fiilto 
supportthe  proposition  for_which  CSPI  cites  them.  _W\th  regard 
to  the  Achor  and  Bxtein  report  ot  precipitation  of  bipolar 

affective  disorder  in  three  patients  who  had  been  taking  

diet-aid  products  coBtaining  PPA,  one  patient  had  been  taking 
twice  the  recoumended  dose,  and  the  dosage  for  the  Ov her  two 
patients  was  hot  reported.    Therefore,  one  of  the  cases  clearly 
involved  an  overdose,  and  the  r*«ainin*j  two  cases  may  have  as 
well.    Furthermore,  according  to. the  report,  all  three  patients 
had_histories  of  mood  disorders.    finally,  the  report  did  not 
deacribetbe  patients'  psychiatric  status  immediately  prior  to 
taking  the  diet  aids, _orafter_they _were  withdrawn.    It  is 
therefore  impossible_to_evaluate_whether  PPA  played  any  role  in 
the  psychiatric  episodes  reported. 

The  Schaffer  and  Pauii_ report  citedby  CSPI_involved_one  ___ 
patient  who  ingested  three  to  five  pills  eachSay _f ton_two_ 
separate  bottles  of  diet  pills.    Obviously*  tfe*  reaction  of 
that  patient  is  of  ho  use  in  any  evsH*att©B  of  PPA . 

The  report  by  Norvenius,  et  aZ.,  citmd  By  CSPI*  aiialt  with 
complaints  to  the_Sw*dieh  Adverse  bruitf  iRea-ifciba  Committee.  It 

if_un=leer  from_tbe_ report  whether  th»  total  n§JiSber  or  

complaintswas  €l_or  65.__In  any_eyent ^  five  patients  were 
reported  to  have  had  psychotic_episodes#_but  the  report  does 
not  give  dose  levels  for  any  of_the_^tients.    Since  41  of  the 
patients  were  under  age  16,  it  i»  provable  that  wany  of  these 
patients  invested  accidental  overdoses*    floreovar,  the  report 
specifically  notes  that  one  17-year-old  male  had  taken  • large- 
quantities  of  a  PPA  and  brompheniramine  combination  product . _ 
in  view  of  the  absence  of  data  on  the  precise  dosage  ingested 
in  each  case,  the  report  essentially  has  no  probative  value. 

TheWhartoh  report  relied  upon  by  CSPI  describes  a  peyehottc- 
episode  in  a  patient  taking  a  cold  medication  containing  12.5 
19  of  PPA,  phenyl toxolaaine,  phenacetid  and  thohiylamine.  He 
e*hibited_paranoid  psychosis  after  ah  eight-day  period  in  which 
he  had_ingested_3b_tabiets-_  Hewas  treated_for  the  paranoid 
psychosis^  but  eight _weeks_after_recbyery_he  suffered  a  similar 
reaction,  altboughhe  was_not_talsin3_tne  cold  medication  at  the 
time.    Therefore,  the  psychotic  reaction  apparently  did  not 
result  from  the  ingestion  of  PPA* 
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nally,  CtPX  cites  the  Kane  and  Greene  report  of  three 
/atients  who  took  naeal  deconieetanta  containing  PPA.  the 
reectioa  of  two  of  the  thra e  pet lente  slnply  does  not_aupport__ 
the  Center's  posit  loo,    One  of  the  patients  hadpreviouslybeen 
treeteJ  for  undifferentiated  schlrophrenle.    That  patient's 
reaction  m/  volt  have  result ad  not  fro*  the  ingestion  of  FFA 
but  fro*  a  preexisting  nentsl  condition*    Another  patient  ha d 
used  'two  bottles"  of  the  decongeetant  within  one  week.  There 
li  no  indication  aa  to  the  actual  ataoant  of  PN  taken  at  any 
one  tine.    Accordingly,  once  agal*,  the  report  cannot  be  cited 
as  support  for  any  proposition  concerning  *f*. 

To  euamarlse,  the  five  published  reports  discussed  above 
Include  X 3  patients  who  experienced  psychotic  episode e.  Three 
of  the  p*t lent «  were  children  •  yeare  oil  or  younger,  who 
ptobabiy_ingested_a*eid^  one  patient  was  a 

i?~year^l1  who  reportedly  had  taken  "large  quantities"  of  a 

and  broe?fe*a£ rani n«  combination  product.  _A»*a$i_ *he  

refining  nine  patient** _®n#  h*d_t*&*a  sor«  tfeaft  recaaentoS 

dote i  another  way  have  taken  sore  than  the  reconaended  dose  

(the  only  lnforeatlon  available  waa  that  the  patient  took  "two 
bottles")!  one  apparently  took  two  FFA-contelning  preparations, 
but  dosage  *as  not  specif i»*i  four  bad  fcistorle*  of  affective 
illness  or  seblsophreola  and  one  of  these  took  wore  than  the 
recoftseaded  dose*  and  one  patient  experienced  another  psychotic 
episode  eight  weeks  after  he  bad  dlecootlrued  use  of  products 
containing  FFA.    Hoceover,  it  should  be  reiterated  that 
substantially  all**  the  complaint*  reported  by  Borvehlus,  j£ 
al.,  were  complaints  of  restlessness.  Irritability,  etc. 
further«orei_these_repocti_pri«arily  Involved  children  IS  years 
old  and  younger  and#  therefore,  moat  oS  the  cases  undoubtedly 
involved  accidental  ingestions  or  overtones. 


CSPX  also  cites  another  case  la  which  allegedadverseCiS 

reactions- occurred.    (CJpx  p. _ 7. )    The  case  involved. a   

44-year~old  woaan  who  developed  "conf onion  (and)  grand  mat 

seliurei"  approximately  an  hour  after  trttni  •  Hag  

tUed-releeie  weight  control  capaule.    Aa  a  careful  reading  of 
the  report  of  the  incident  Indicates,  the  wsu  bad  previously 
experienced  grand  sal  sal sure  react lone  to  cough/ cold 
indications.    Therefore,  her  grand  mal  set sure  reaction  was 
Idiosyncratic,    there  Is,  moreover,  bo  established 
contraindication  for  aympethonimetlc  « rugs  for  epilepsy. 


••lying  on  Porter  l  Biotech.  Inc.  v.  Federal  Trade  Cow It a^n, 
fS  FTC  770  llt77),  eff*d,  lf7f-a  trade  Cases  1  €2,7ff  (7th  €lr. 
l«7f),  CSFI  a sser t s  t bat  FFA  is  unsafe  because  the  advertising 
for  weight  control  products  containing  FFA  which  does  not 
include  a  health  warning  le  misleading.    (CSPX,  p.  13).  The 
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relevancy  to.  this  providing  of  the  fTC'i  action  in  thtt  cut 
is  dubious  at  beat.    Xn  any  eveat,  Cspx  Misstates  the  scope  of 
thr  ruling  in  Porter  i  Tha  boldlnj  y»«  Halted  to.tht 

particular  advertisements  it  issue  in  that  case.    It  wis  not 
applicable  to  all  PPA-contalnlng  weight  control  product a. 
Moreover,  as  PDA  knows,  tha  Panal  recomended  a  number  of  label 
warninga  for  these  products,  as  discussad  above. 


Thfra_is  an  abaenct  of  any  evidanca  establishing  that  advert* 
CWS  reactions  are  *  aide  effect  of  the  Ingestion  of  PPA  at  tha 
doaag«  levels  proposed  by  the  Panel.    Xn  fact,  the  aarkettng 
•*Po_rienct  of  cough/cold  and  weight  control  products  containing 
P?a  in  the  united  States  Is  support  for  the  proposition  that 
adverse  CMS  reactions  are  not  a  side  affect  of  the  ingestion  of 
P*A.    rurt&eraore,  the  aerketin*  experience  is  supported  by  a 
recent  double-blind,  cross-over  study  by  Seppala,  reported  in 
t »• -lEll  Mg^gyjtfJ^Qf_.Cllgl^lI  PharaacolP*v.  &    The  Seppala 
ntsfy,  wSich  ales  laclpeJantlhistesinei  fcfcat  provided  an 
active  control,  reported  no  euphorie_effoct_and_an_lsipro»«i»«nt 
in  perception  and reaction  accuracy  following  ingestion  of  PP* 
at  a  50  «g  dose  level.    *«pp§l«_st*te3_ia_£oacleeion  that  Milt 
is  noteworthy  that  mood  elevat ion. . ,vas  not  noted  sft« 
t t  reat  neat  >Uh]  phen/lpropanolaaift*.  •    Accordingly,  in  vjev  of 
th*_to»«lt»_P?_tha_Sepp«l*_atgdyi  tbe  acfasialated  experience 
f  roe  the  teat  in;  an  1  air  sating,  of  cougVcoli  and  weight  control 
i?roducti_which  falls  to  Indicate  that  ingestion  of  p?*  in  the 
doses  propose J  by  the  Panel  results  in  adverse  CMS  reactions, 
and  the  fact  that  the  cited  reports  «f  adverse  CMS  reactions 
are  either reports  of  ingestion  of  dofas  above  the  recommenced 
dosigelevel  or  sre  isolated  Incidents,  we  sube.it  that  no 
evidence  has  been  identified  that  Indicates  that  ingestion  of 
PPA  at  the  reccwtaended  doses  is  unsafe  because  of  possible 
adverse  CHS  reactions.    We  believe,  therefore,  that  further 
clinical  testing  is  unnecessary  in  order  to  eveluete  the  safety 
Of  PPA  at  the  dosage  levels  under  consideration. 

-?ro» »?iXisn_lipaftBient_of_iealth  and 
Social  Security,  states  that  only  one  PPA  weight  control 
product  is  Marketed  in  Britain  andthat  the  prodact  Is  a 
P?f«cript -ipn i  drug,  and  tap lies  that  the  PDA  should  adopt  a 
•i_«i*«_pclicr  »ith_r aspect  to  weight  control  products  _ 
containing  FPA.  iC$PI,       13. )  It  should  be  noted  that  Britain 
does  perait  the  aarneting  of  ore  drugs  containing  pp*.  Henley 
and  Jaaes  markets  Contact  its  OTC  cough-cold  product  containing 
PPA*  in  Britain. 
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Coma.nt.  Hhirb  Sii.rt  that  PP*  I.  Onaaf.  B.caua.  it  la  •  3rQI 
of  *au»«   — 


CSPI  tod  G.  B.  Stlckl.r,  W.O..  clt»  dru*  BbilM  M  §  EM™  for 
Dlictna  ppa  on  prescription.    (SCPI,  pp.  Ir5i  Stjckl.r, 
CSPI  r.ll«  on  N.tonil  Cl.lrlrwhoui*  for  Poi.on  Control  Cantor 
"pot':""  stlckl.r.  cltln,  no  aourC...  .tjply  "•»«»o^t,nd 
PP«  'is  th.  numb.r  on.  .tr..t-drur,  at  I.Mt  to -"■■••g0"" f1" 
proBlol?  in  oth.r  cltl..  In  thl«  counci/.'  (Stlckl.r.  p.  2.) 

Th«  A..ocl.tlon  h.e  a.v.ril  co«§.nti  by  fch.  by 
CSPI  and  Dr.  Stlckl.r  with  rospoct  to  PP*  ani  drui  sbas*^ 

( i j  National  Cl.artnqhoaa.  for  Poison  Control  Ceat«ri  (WCPCCj 
D#  t  e » 

u>    iitripoiittoiii-  of  SScc  dittiuit  biii^i  with 
*»«tion  sine*  the  d«*  ere  derivvd  from  only  1?« 
of  the  nation's  polifoB  control  center*,  tnc 
10%  ire  aot  heceilarily  «  valid  «*iopl«. 

The  d*te  reflect  ill  report*  of  Ingestions  or 
other  incident.,  whether  ••*£««■- or.  Boti    *Mt  |f 
the  re^rt«  diicu»*ei       CSfl  *tth  reepecttc^PP* 
w«re  «ade_by  telephone,  rar.ly  involved  hoypitel 
contact  end* _&n_th«  average,  r«eult«l  is 
any,  sid«  effect*. 

KI  CSPX  concede!  _<  CSPI  *_P^^  of 
the  Cleariiighoae.  PPA  ceeee  involved  children 

The  LeocUtton  notea  t^t  t hi i  percent w 
ii  large  indeed  -  over_4Q*    Th.t  ie,  over  J0«  of 
th«  ciiii  involve  chi ldrenunder  5  yeere  of  e*e. 
Piecing  ah  ihgrediestonpreicription  to.-  - 
ilimiSlte  uriispervt.ed  ingeSt ionaby  children  ie 
not,  the  KisoclitiM  asbmtt*,  *  legal  or  wiee 
BHtesure. 

AeFOAknows,  the  Proprietary  Miocietionend  ite 
members  heve  long  been  ectivt  in  working  to 
reduce  unVupirvihd  invest  ioi«  of  meiiclnet  ^y 
children,.  The  MpociitU^ 

gover&ment-aponaqred  conference!  end  = 
iWetionalactivitiei  onthe 
membere  h.vebeen  emr^mentini I  »Uhj 
improving,  anduain^varioui i  forme  of  epeeiil 
Presaging-  since_lfSs._  ««*41ese  to  iiy,  the 
Xiiociition  esppotta  CSPr'i  attempt  to  reduce 
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accidental  ingest  iont,  including  ingestions  trf 
children,  of  the  product*  subject  to  this 

Proposal,  The  Association  believes,  however , 

that  attempting  to  combat  such  ingestions  by 
placing  •  drug  on  prescription  on  the  basis  that 
it  is  "not  generally  recognised  at  site"  for  OTC 
use  is  not  proper. 

Section  201{ p)  ot  the  FOC  *ct  defines  a  "new  

drug"  as  one  which  is  "not  generally  recognised 
_••••■_»*?•  •n^_?fffctive  under  the  conditions 
PrescribooV-rttc<r*nendedi  or  sugqetted  in  the 
labeling  thereof...."  ( emphasis  iddel.)  in  so 
defining  t><:  term.  Congress  reco?a! ted  that  any 
druq  car  oe  unsafe  <f  uied  incorrectly,  such  as 
taken  internally  when  it  should  be  used  topically 

and/or  taken  in  excessive  amounts.  Congress 

therefore  sought  to  address  the  question  of _ 
whether  a  drug  is  safe  by  considering  the  safety 
of  the  drug  in  connection  with  the  adequacy  of 

its  labeling,  including  its  dosage  

recommendations,  method  of  administration, 
^•rnings,_and_other  Precautions, .Therefore, 
unless  the  labeling  of  the  products  subject  to 
tht  proposal  prescribes,  recomnends,  or  suggests 
ingestion  of  amounts  which  art  toxic,  such 
products  do  not  meet  the  statutory  definition  5f 
"new  drug." 

The  Consumer  Product  Safety  Commission  (CP SO,  on 
the  other  bandy  bar  the  express  Congressional 
mandate  "to  protect  children  from  serious 
personal  injury  or  serious  illness  resulting  from 
handling,  using,  or  ingesting"  these  sad  other 
products  by  requiring. special  packaging  where 

appropriate.    (iiyOiS.C^  1472(a)(1).)    

Accordingly,  t he  Meociet  ion  suggests  that  c&PX 
submit  to  C5PC  what  information  it  has  on 
accidental  ingestions  of  such  products  by  _ 
children.    FOA«  however,  is  without  Authority  to 
proceed  against  such  products  as  an*v  drugs." 

Nor  is  placing  these  products  oh  prescription 
necessarily  a  useful  mesas  of  protecting  children 
*ro*  tbe  dangers  of  unsupervised  ingestion  of 
drugs.    Unsupervised  ingestion  by  children  is  a 
function  of  the  access iblity  of  the  drug  to 

children  and  the  adequacy_of  parental  

supervision,  not  of  the  legal  status  of  the  drug 
as  prescription  or  OTC. 
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(ai    The  CXeaiiogbsuae  data  iijBiSff.  •  Mibyr_of- 
suicide  features.  __The  ^»»ocUtion  notee  tha. 
sent  of  th«_ge«tar«i_»ucc««d«<J.    Korebver^the  - 
eafet?  of  OTCs,  wUch  nr^  poducte  intended  to  be 
taken  accorltni  to  XabeXdirect i one,  cannot im- 
properly be  judged  ontba  batif  of  date  reeer-Sing, 
their  wie  in  elSemptad  euicidea. 

(e)    ror  i  fMtril-iMt  Bot*  d#tiU«d_41«cii»idori  of  the 
data  contained  in  tha  *af«ac;  1**1  *C*CC 
Bulletin*  tbe  nsaocUtion  il  «nelaain*  •«  -- 
Attachment  A  writtoj  cowwntn  d?  Char Xei_Winiciu 
Ph.D.  J*t*  WinicM  is  •  Prof  •••or  at  the  *t*T^ 
UoivareUyof  How  fori  Graduate  School,  co-edi tor 
ot  the  Journal  of  Substsvftge -?f  end  S5u»e,  « 
coot gtbaffog  ndlUl  ol  tjj  Jg^lflPnl 
ind  addictive  Moetit»,  an*  *  Xongtlme  consultant 
to,  and principal  UM»ti9itof_on.  .ii**  pto_j«ct« 
funded  by  fsdetsX  $o*irn»enfc  agencies  concerned 
with  drug  rbass, 

( j )    potential  for  Kbuie  of  Ph*nyXpro?sftola«ine 

CSPI  states  that  th*  Griffith,  iL.il-*  study  which 
indicated  that  PPA  iacke  abuse  potent iai  is  off 
questionable  signiticsnce.    Jo  6«Ji  for hi* 
criticismia  given.    The  Griffith  study  «a a 
veli-eont  rolled  find  c*n*Xusivwiy  established  that ^ drug 
•#if*nd«inUtrttibojroc«duriS  with  Xi&otatcry  ani*aX» 
HtJ*  provided anlm^ortent  concoptan^nnd  __  - 

methodological  ffocu*  for  th*  pro-cXiniceX  ititfiiint  

of  abuse  potential.    In  thin  study,  conducted  at  Jehae 
Hopkins  OnUaratty^  a _^antitatii?f_ratAo^««attr*  *•* 
#eveiope3  which  permitted  coajpariaon  betveen  th« 
reirifforcinj  potency  of  either  pbenyiet^yXenine 
anorect lea  and  cocaine  in  laboratory,  btoo^ne^  The 
veXX*cohtroXXed  study  clearly  demonmtretedthat 

rja  a  tiro  potential  for  abuse.*':     Seppaia  _ 

confirmed  thia  in  humans,  finding  no  •oodralavatiM 
component  froi  50  mg  ISaedistely  svsUable  doaea.J/ 

(4)     'AmPhetasine  Loofc-s likes* 

(a)    CSPI  Questions  the  safety  of  »?*  for  what^bs 
Cantaf  iaaa  aa  t  hi  t  hg radiant  *  a  conf r ibat ion  to 
drug  abu«e_ffroa_the  sale  off  •empbetaauae 
Xook-aXUe**#_deacribad  by  CSPX  aa  combinations 
of  PPA^  •pbedrinei  and  caffeine.    ACSPI,  p. 
Tha  association  not as  that  aueb  combinations  ara 
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not  Citnory  I  coabi net  tone  nor  li  anyone,  tD  the 
Association's  knowledge,  proposing  that  th«y  b* 
placed  tff  Category  X.    fbey  are  t hue  .not  relevant 
to  discussions  of  FPA  whtn  uttd  iccor^;ni  to  the 
teres  set  forth  In  the  Aap§.    Indeed,  rb*  tics 
recently  taken  t ho  position)  that  such 
toablnstlans  are  unapproved  *new  drugs.*  (47 
fed.  S*J>  35344,  August  13,  2912;) 

(b)    Since  l?ioA  43  states  have  consider**  and  $3  ha  v. 
•aacted  legislsttoa  which  prohibits  trif fitting 
In  what  CSPX  deacrlbes  as  'aapbetaalne 
look-alikes. •    Both  tha  o.*.  Drug  ia?arceaaat 
Adaiaistration  and  tha  American  «• ileal 
Association  nave  developed  *odel  bills  s long  this 
Uno*    Tbe  Association  understands  that  in  states 
vh*eh  have  paaaed  such  legislation,  the  problaas 
Sf  -look-alikes*  haa_ substantially 

declined,    tn^ddition*  bet b  f DA  and  tha  Post 
wffics  De^rtoeat  b*ve  instituted  eeiture  actions 
ajalmat  a  nuaber  of  asnufactarero  of  such 
products. 

Id    At  noted  earlier.  Dr.  Stickler  assorts  that  PPA 
_|l  tha  number  ona  street-drug,  it  least  in 
ftinasapolia.end  probftbty  in  other  cities  in  this 
coantry.V  (Stickler,  j  2-)    It  ippearithet  what 
Dr*_si*c™r  if_^i_*cttsslhj  la  not  PPA  la  tha 
rscoaoended  doa*  but  rot her  pp*  in  the  illegal 
combinations  diseased  above. 


Cpaaento  Which  Oueatic 


On  pagei  of  itf  coasteatsi  CSPX  statee  tbat  one  or  itl  concerns 
ragaraing  wai^iht  control  products  containing  pp*  la  the  lack  of 
evidence. to smppor*  claim  of  efficacy.    CSPX  attributes  tills 
lags  of  evidence  to  the  drug  santtfactarars*  alleged  rafuaal  *to 
reveal  to  the  scientific  cosueunity  date  lie  of  aoit  of  the 
studies  purported  to  beck  cl alas  of  efflc*ry.«    ioodleaa  to 
•ay,  all  etsdies  eubaitted  to  PDA  under  Its  OTC  Drue  Review  on 
PPA  are  public, 

CSPX  also  states  that  the  Panel 4 a  cone lue ion  that  t fee  new 
atudlee  presented  to  It  <*efa.  f  through  11 >_ established  tbe 
efficacy  of  such  products  waa  •qualified  by  tbe  state****  that 
*saeh  of  tbe a a  studies  ie  defective  in  one  or  sore  important 
ifsys*.*  (CSPX,  p._15.)__Tbis  ststea+at  is  incorrect.    Tt» ;p*c«l 
concluded  tbat  PVX  is  affective  sad  tbeir  f lading  was 
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Gasni'joua*    What  the  Fane!  in  fact  etatad  waa  that: 
W6tt«_««ch_0t_tS»«_«_t«4i»i  li  defective  in 

believe*  that  tbe_ conjoined  evidence  pt  tbeee 
studies  doea  eatablilli  the_effectivefteaa  of 
phehylprbpaaoUsine  hyJrccblorlde. A*l  Hfl* 
M.  M75,  February  2«.  i»»2.)dnph«ii« 

ISted.f 

CSPI  atitea  that  the  resulte  from  the  tO  ioubii-biiiMS 
atudles  in  th*  fctfbilc  docket  avwt  •*upport_asy_ 

the  following  «atn  r^r#«*at •  - 1 - J"*-^ 
achieved  by  petiesta  onpfcenylpropeiioiissne  an* 
patients  onplaceboia  eight  clinical  etudiee 
present efl  to  the  Panel? 

average  wsight  tQr     tit  Wee* 

Pben^tpropanolMtin*  1.1*" 
Placebo  il*Ll>»t 

The  difference  is       .«0  lbs. 

«oreov«r,  eiveral  yeare  ago  roa  evaluated  210  double-blind 
atudia.  in  which  praicript ion  appetite  .nK£t!M|t 
proSucta  weri  coeipirid  agaihat  placebo.  TtMM_ata|ia9 

on  nearly  lQ,onQ_p*Uente.    «c^4^'.^  ffi£j?iT 
tbeee  reeulta,  indicated  that  of  the  4.541  *£*f*f*i£nloi, 
act  i ve  dr a9         * , lOO  pat  lent eeeplacebo,    t»  £if  ^lo" 
aveiaged  0. 5$  pouodepei  week  "^R^S*  °* 

active  drag  than  o«  placebo.    The  reeulte  wttb  OTC 
product,  containing  MA_  co«para_  favor  ably         |**j»t,  OB 
riiult .    The  average  weight :  loaa  achieved,  by ,P*LUfSt,fc?" 
tha  phahylptopat  otamina  program  vat  ^fj  poanda  fi££a  than 
tha  wiight  Ibii  achieved  by  the  patient  eon  tha 
Ixacio^itti-diat  program    It  i.  alas  i»?rt£t  to  point 
out  that,  when  phenylpropeaeteartoo  weeevaluated  In  tbeee 
Soubla^liind  clUliSl  KUti^MiU^  ^tte 
cepeuli  or  in  active  preecrlptlon .a^leattM*  | etlent 

was  given,  in  addition  to  abdication,  •  "50  caloria  diet, 
aa  wall  aa  eapiiclt  diractiona  from  a  P*?***1*9*  ^J0*0!*" 
worE,  in  each  caai  tha  •pUcabo-  eaa  .aa^iata4  with  a 
diet  deatgaedta  cauee  loee  •l_MifK  under  thj_di ration 
of  a  ohyalcien^    Therefore,  tha  amount  of  wetgbt_toat__ 
ach?.5aha  by^ii*nt.  on  the  P^rlprc^^olaoiw  program 
wis  even  sore  eigeif leant  because  tha  IK  *"_b?i2^ 
coaparad  with  another  actifa  prograa,  that  i a.  reduced 
*iet  and  Medical  direction*  aa  wall  aa  placebo. 
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In  conclusion,  we  submit  tha|  tfce  cited  *tu«ies  or*  sufficient 
to  support  the  e  fficrcy  claie  nade  by  the  varicus 
manufacturers,  as  the  Panel  concluded. 

CSPX  cite*  the  FTC  decision  in  the  Porter  ft  Ptttich  cm. 
discussed  abova,  as  if  it  were  *  fin3in?  on  the  ineffectiveness 
Qf_?PA_for  weight  lo**,  (CSPI#  p.  14.)    Again,  this  misstates 
the  esse.    The  question  put  st  issue  by  the  complaint  in  Porter 
ft  Dtetscfc  was  * not  whether  the  claiae  of  waight  loss  are  ?alsT" 
but  instead  what her  st  the  tint  they  were  made  [Porter  ft 
DJetecb]  possessed  reasonable  substsntist ion  for  then.*  Pof^er 

ft  Dtetsch.  Inc.,  1«7I-1J7§  CCM  PTC  Conplsints  end  Orders  

1  21,320  st  21,32*.    the  Commission  msje  no  finding  u  to  the 
efficacy  of  ppa  ss  an  anorectic.    Porta^-ft  Plets*rft.  supra  at 


CSPI  also  assarts  that  weight  control  products  containing  PPA 
•re  of  no  long  term  benefit  because  users  may  regain  weight 
when  use  is  discontinued,    Q^C  weight  control  products 
containing  PPA  are  sppet its-suppressants  which  ere  Marketed  as 
an  adjanct  to  assist  the  moti vat ed  consumer  on  a  diet*  The 
products  are  msrketed  with  diets  that  are  besed  on  a  reduction 
ir  caloric  intake;  and  the  labelling  states  that  weight  control 
will  occur  only  if  the  product  is  taken  while  caloric  intake  is 
reduced  *    "tor  &  t         product  a  claim  J: Sat  weight,  will  not  be 
r^ained  it  th*  person's)  caloric  intake  is  Increased. 


«?reoyer±  there  is  evidence  which  contradicts  CSPI* s  _ 
assertion,    pr.  Stanley  Shscbter,  Professor  of  Psychology  it 
Colu«bia_Oniversity>  recently  concluded  a  long-term  study  to 
determine  whether  overweight  patients  continue  to  maintain 
reduced  weight  after  a  successful  weight -loss  program.!' 
Asked  about  their  weight  histories,  of  40  people  who  were  obese 
at  the  outset*  25  reported  losing  at  least  15  percent  of  their 
H  pounds) and  therefore _becomin«_no__ 

longer  obese  (that  is,  within  10  percent  of  theaverage  weight 
for  their  height  and  age),  and  remaining  at  that  weight  tor  an 
average  of  11.2  years. 

CSPI  also  cites  the  statement  in  the  American  helical 
^»»ociatioh#s  A^A-PTuq  Evaluations  that  QTC  product a  containing 
^A_ire_#only  minimallyeffective^*  (C$^X,_pp.  14-15.)  This 
characterisation. has  baa n  repeated  verbatim  year  eft*?  year, 
but  investigation  of  the  aba's  sources  reveals  that  ho 
scientific  studies  or  proof  of  any  sort  are  cited  by  the  AttA  to 
support  this  description  ppa. 
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Cbiiinti  Which  Qu.it ton  th.  Vali.Ur  of  ti^tMB»tudY 

in  ita  erltiaui  of  the  SiS,»«»«a atudy1ii'  cit.4  in  t«a 
.gaol*'.  pi.Sbli  and  W-CSKi-Cttl  •t.t-J^-t  'tta 
•«oariB%*tai  daaijn  li  flawad  in  ao  May  important  jwa^that 
««rio!ld  lava  praSietaS  in  a«*aaca  tSat  bo  af facta  would  ba 
SXb!?  lCi«IVi!i    «»«  ihilyiii.  tbi.  critic!!*  amounta  to 

poTot.t    that  th.  atudy  .roup-  a«ll 
«nei jd»d  only  normal,  haaithy  voluntaarai  that  felooi  praaaura 
tMMi *a™  pr.1.nt.d  aa  ia-n.  for  aich  Mfcflroap^mba^than 
?nl?"aa.UyT  and  that  onry  on*  of        |*"!t!£*"f  t£ 
dbubla-blindad.    Ia»ln9  cpnaultad  wltbDc.  *i£!#£!?*i,irf „n 
brincipil  in»aati3atot  for  th.  citad  atudy,  th.  ftaaociBfcloa 
ESliiMI  CMC  thai,  crltiel...  of  tha  atMy -.  z 
wUhbut  mam.    Tha  ao-eailad  'flawa-  *ara  all  th.  teiitt  of  ^ 
atudv  daalin  aiplieitly  aatabliah.3^B  accordanca with  aee.pt.d 
finical  proc.Sirii  Co  «M-iB.t.  in»..tii.ter  or  othar  61... 

Thua.  tha  pool  of  J*  Wbluata.ra  who  r*caiy.d  aetl»a  iadteatioir 
„S  Stv^iTiitb  thraa  .Hilar  aubaroupa  at  a^|atA*lt« 
,  MBarat*  grsup  6f  qualified  UmtJuWij  *g II 

tt»  «ud*  ln4«^ndaStly  of  tha  etnar  two  t0tal 
Buibar  of  vbluntiiri  who  rac.lwad  actUa  aadteatlon  waa 

."Sally  tb.  Mi«  aa  tbi  nuib*, Jb^.'o!  th. 
■ett*a  «*dlc*tion  iin  an  ojardoaa^f  tS^^tB  ona  of  th. 

Noro*tts  atu«i»a  on  which  CiFl  raltaa  ao  haa.tly.  5«-|*et^ 

CSFI  cbaracturliea  tbat  lorowiti  atudy  aa  •Iar««.'.. tCSPX.  p. 

s  i    similarly,  tha  fact  that  tha  »biuht**ri  wara  sor-acli 

ft-ithj  aa'lta  waa  in  accord.nc,  with  acc.pt.d  prictiea  and  w.a 

also  true  of  both  of  tha  Borowiti  atudiaa. 

Tha  uaa  of  flroup  satna  to  raport  bload  praaauraa  ic  an 
acc.pt at !•  bibatatiattcal  procadura-S*" 

,,.,,h    th.  fact  thit  only  on.  o*  tha  iijo.  aubjrbttpi  **■  _t 
doubla-biindid I  ii  alio  hot  a  'flaw  ia  tha  .tody,    Mete  of  th. 
th?aa  auldroupa  -»i  tr.it.d  di2far.Btly  on  thia  acora  for  aoun-i 
"moo"    fttdy  of  on.  aub^roup  «sa  op.i  1.  «J«  u  ria?  « 
tha  co'ditlona  in  tha  actual  bwcr-tha-eoantai  CMMMt  M  »t 
ti.  P?oau«?    Th.  atudy  of  •  aacond  froup  w".-|«l«-|Un^ 
and  tbu  atudy  of  th.  third  uuburoup  waa  doabla-bliadad.  Th« 
fact  that  all  tor.,  aubjroupa  atudiaJ  usd.r  th... 
slndit  to«  prodacad  bo  aigaif icint  blood  p raaaur.^.f facta 
ri ihf or caa  t ha  conclua iPiLAhat ^t  t  *IHi' 
ml,  which  la  tha  moat  coa«*ly-Bar«a*«d  lMadiate  relaaa. 
doiiii  IStali  ph.nylprop.nola.in.  produc.  no  Stood 
pr.aaura  affacta. 
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In  collusion,  it  thou Id  bo  notsc1  that  tbo  Silv^rum  ttady  is 
>»•  of  »^«_*0_cofttroli*4_cliriic*l  rtudiss,  clt#*  by  t*« 
*?fPCl*Uptt_iB_itt_cos»#fttgi  whicfe  dowonstrsto  thit- 
pb«nylfnoptnoU»in«  doss  not  Ihducs  hy£*tt#a*ton.    Th5*  SSsi  of 
positive  dst*,  together  with  alsost  SO  ysori  of  saf*  us*  of  PPA 
U  thi«  coi5»tryt  clssrly  outwtighs  tho  hamlful  of  t4v«rs« 
rtpogt*  refetrti  to  lit  CM  CS*X  tnJ  othor  coiuioati. 

rhsA&soeiiMon  ipproclltci  ths  opportunity  to  submit  this* 


Sincerely* 


ttis  ?AOpairr**r  association 


President 


ERIC 
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if 
it 


4/ 


11:138J#  1978 


tt^  rooi  «na  or«s  A$fl8tniitr«tloo«"   Ob#itty  in 
j^rwcttv,  rojirty  Tjittnyloiul  e»nt«r  Syta^ffl 
frre4ntiv  Pi«atcln«;  Vol.  XX  Uray^Q**.*  •2#,r1S;f% 
Govttnaerit  fringing  OfftSC*;  tfivtitiitonf  D.  C.  197S, 

•Opa't  Sill  libit  Breakers  Short,"  Psychology  Toisy, 
August,  1992 • 

Current  Th<ripiut4c  Riciir^>         iS5-I9«r  19*0. 

Goiasttns,  h.,  yjyitittiticih  *icfliliirif  «.T.,  1968, 

p.  2f*; 
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saic  ccMHorrs  on  pbis<w  cdmot  cwrS  t£Pc*T  on  p  henylp  ropanolah ine 

Charlia  Wiftick-  yn.b.  " 


I.    Tha  fcuguat,  1981  Buiiat*»  or  tho  national  Claaringhouaa  for  Polaon 
Control  Cantara  carrlad  an  artlc'la  bo  phanylpropanola«lna  Valght 
'   Control  Product!.  '  .   .  ?i  ~. 

•  -•  .'  f .••*<•■        ;  ' 

fortho  calendar  y air _X*7?*_cHara  vara  a  total  of  144,262  raporta 
•  .    of^alXsubataneaa*  _  Of  ^•••A_739  vara  dl«t  alda,  of  vhich  326  vara 
phanylpropanolanlno  proftucta,  or  a*  out  %  of  IX  of  tba  total. 
I  obtainad.thii  braiWoyn  fro*  awtral  convaraitiona  which  X  had 
with  tha  oanlor  author  **  tha  Folson  Control  Cantar  report; 

*•  **•  work*3  for  yaara  tn  tha'ap'idaniology  of  oubataoea 

•^•••P*  ****if_0*  *n«  Iostltuta  of  Drug  Abuaa  and  other 

aganclaa.  I  balleva  tha*  *ba  ton  a  of  the  Polaon  Control  Cantat  report 
oo  pherylpropanolenina  i«  «uly  ond  Inappropriately  paaalnlatlc.  X 
do  not  balieve  that  a  valid  extrapolation  coo  ba  node  froo  thaectuaX . 
_dita  to  tha  report 'a  yit,l«j  of  10,000  phony lpropano lamina  p rob lan  ' 
caaaa  nationally.  .  ;•-     v*  • 

3.    Tha  caaas  reported  to  the  Potion- Cootrol  Cantar  nay  or  may  sot  ba 

representative  of  vis t_ii  actually  bappaniag  nationally.    For  a*inp*«i 
thocountry'e  large"  Peijon  Control  Center*  In  lev  TorE  City,  la  on  a 
of_thf_90X  of  too  eounJ^r  •  Can  tar  a  not  reporting  its  experience  to 
tb»  "•tional  office.    Tb«  1 OX  of  the  Cantara  reporting  may  not  repro- 
aant  a  valid  aanpla  of  the  national  situation. 

*•    *  e««  328  caaaa  vlth  produce  lam,  (ii  lBjslvai  m  innitdii  of  any 

kind  and  tha  majority  of  tha  raaalndcr  did  not  hava  algnlttcanf  sya^tona 
Cvarall,  noat  caaaa  vara  talapbooa-lnfoTnatlonal  cojaaynlcatlona.  Only 
«5  Inyolvad  a  hoapltal  contact._Cai  tha  Polaoo  Control  Cantar  ecale  fron 
mlU{  7  to  nodarata{2)^t0  »evare(3)-  c»o  phenylpropanolamine  reports 
vara,  overall,  uildCi.*)*  . 

0*er  two  f  Iftha  of  tha  phoaylpropanolaaloa  raporta  w^,  unJar  3  yaara 
of  age  and  alnioat  ooa  third  v*t«  b«t«aan  li  and  18  yeare  «f  aga.  tha 
foraar  arepreeuned  to  b*  •ccldantal  aod  tha  latter  nay  n«va  been 
•••king  a  MblghH.  If  no.  thay  would  ba  dlaappoloced  beceuaa  phanylpt^ 
P«nola«lna  la  not  an  nfffttlvo  stla*>lenE.    The  dumber  of  accldantal 
c«aaa  la  another  reflecti©*_©f  th«  laportanca  of  tha  par ant* a  role  in 
«naga»ant  of  nadlcatlon*  U  thm  boon  by  always  kaepine,  medications 
unavallabla  to  children. 

•bout  200  auicl^«  gesturas  or  attempts.    Not  only  did  nooa 
of  tbaaa  eucceed  but  thmt*_       no  fatality  in  tha  antlra  year  fron 
phenylpropanolamine,  for  *ny  ransom.  . 
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6.  The  report  does  not  c«iHir  tho  ^^LS^^'^ 
by  »*»y  opUcoloXogliti  vbon  •  «,b.t«C«  flr»t  i»  ^^g^***^*  - 

of  people.    Bec««*o  of  uaf^U-rlty  '^^H!^  ' 

.  bnrr.g.  ofYed*  publicity,  vben  .  ^"^i^V^^t^ 
u,*d.  there  ii  6ff«  *  oh*^_i*cr«~_**  ^^f^-^^r^/    ^  t 
colli    report,  to  poison  control  center.,  j^ytly        TMiwrmie,  _  w- 
Sur's  yllrVtvo.  ^_n«P^  ofoucb  ^^J^f^?B*^^T 
.       u  Soy  veil  bo,  tborefor^  tbot  tbeim  "P«t^of  J^^^fgf1^ 
incicent.  repreeeot  .  te»por.ry:cre.ti*g  vbicfi  **tt  «l*l»i.«  In  the  ^. 
-"oeir  future.  -» • ,  ?  5^*5^1        ~  •  *..  ^" 

7.  *  eub.tential  contributor  to  reports  •y™"*?,****  ^^iS'*^^** 
i.™h*  proliferation  of  "look-oHSe-  prooocES  vhich  .ay  inclod.  pher-l- 

-  prop.no!«ino  elon*  vith  other  orumi.    IjmUntmdMM  ™ 
which  ho.  enforced restriction.  nook-.UbV  oro^jth^«J>" 

been  a  unlfor.  d.clln.  In  report,  of  problem  vith  M*^™*-*?*- 
If  th<  st.t.  of  V.«hlntto«  baa.  •l-oWlike.-.  Jbi.  bont_l«  ««^^OB 
with  the  cresting,  phehooeoon  noteo  I.  the  precrfi^P*^^^^" 
lead  to  o  .harp  decline  In  repcrti  of  phony  Ipropenola-ina  mention*  to 
_  .       ^  _  v  ^  ■ 


Poison  Control  Center*. 


Chirlc*  VinlcS,  fh-P. 
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